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AMINOPI PERI DINE QUINOLINES AND THEIR AZAISOSTERIC ANALOGUES WITH ANTIBACTERIAL 



This invention relates to novel compounds, compositions containing them and 
their use as antibacterials. 



WO00y78748, WO01/07432 and WO01/07433 disclose piperidine and piperazine 
derivatives having antibacterial activity. 

W09717957 discloses piperidyl compounds which are haemoregulatory and 
stimulate haematopoesis. JP07179407 discloses piperidyl compounds which are useful for 
10 preventing thrombotic diseases, inhibiting tumour metastasis and accelerating wound 



We have now found a novel group of aminopiperidines which have antibacterial 

activity. 

This invention provides a compound of formula (T)or a pharmaceutical^ 
15 acceptable derivative thereof: 



20 

one of Z 1 , Z 2 , Z 3 , Z 4 and Z 5 is N, one is CR la and the remainder are CH , or one or two 
of Z 1 , Z 2 , z 3 , Z 4 and Z 5 are independently CR la and the remainder are CH; 

R 1 and R la are independently hydrogen; hydroxy; (C^)aIkoxy optionally substituted by 
25 (Cj _^)aIkoxy, amino, piperidyl, guanidino or amidino any of which is optionally N- 
substituted by one or two (Ci^)alkjd, acyi or (Ci_6)alkylsulphonyl groups, CONH2, 
hydroxy* (Ci_6)alkylthio, heterocyclylthio, heterocyclyioxy, arylthio, aryloxy, acylthio, 
acyloxy or (Ci^alkyisulphonyloxy; (C^)aIkoxy-substituted(Ci^)alkyl; halogen; (Ci_ 
g)alkyl; (Ci_6)alkytthio; trifluoromethyl; trifluoromethoxy; nitro; azido; acyl; acyloxy; 
30 acyithio; (Ci^)alkylsulphonyl; (Cj^alkyisulphoxide; arylsulphonyl; arylsulphoxide or 
an amino, piperidyl, guanidino or amidino group optionally N-substituted by one or two 
(Cl-6)alkyi, acyl or (C^alkylsulphanyl groups; 



ACTIVITY 



W099/37635, WO00/21948, WO00/21952, WO00/25227, WOOQ/43383, 



healing. 




wherein: 
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provided that when Z 1 , Z 2 , Z 3 , Z 4 and Z 5 are CR la or CH, then R 1 is not hydrogen; 

R 2 is hydrogen, or (Ci^t)alkj1 or (C2-4)aIkenyI optionally substituted with 1 to 3 groups 
selected from: 

5 amino optionally substituted by one or two (Chalky! groups; carboxy, (Cj. 
4)aDcoxycarbonyl; (Ci^)alkyiattbonyl; (C2^)alkenytoxycaibonyi; (C2- 
4)aIkenylcarbonyl; aminocarbonyl wherein the amino group is optionally substituted by 
hydroxy, (C^alkyl, hydroxy(Ci^)alkyl, aminocarbonyl(Ci_4)aIkyl, (C2-4)aIkenyi, 
(Ci_4)alkylsulphonyi, trifluoromethylsulphonyl, (C2-4)alkenylsulphonyl, (Ci_ 

10 4)aDcoxycaibonjd, (Ci^)aIkyicarbonyi, (C2^)alkenyloxycarbonyl or (C2- 

4)alkenylcaibonyl; cyano; tetrazolyl; 2-oxo-oxazolidinyl optionally substituted by R 10 ; 3- 
hydroxy-3-cyclobuten©-l^-dione-4-yl; 2,4-ttnazolidinedione-5-yl; tetrazol-5- 
ylaminocarbonyl; 1,2,4-triazol-S-yl optionally substituted by R 10 ; 5-oxo-l ,2,4-oxadiazol- 
3-yl; halogen; (Ci^)alkyhhio; trifluoromethyl; hydroxy optionally substituted by (Cj. 

15 4)alkyl, (C2-4>aIkenyl, (Ci^)alkoxycarbonyl, (Ci^|)alkylcarbonyl, (C2- 

4)alkenyloxycarbonyl, (C2^)alken>dcaibon>4; oxo; (Ci^)alkylsulphonyi; (C2- 
4)aIkenylsulphonyi; or (Ci^)amino sulphonyl wherein the amino group is optionally 
substituted by (Cj^aUqd or (C2-4)aDcenyl; 

20 R 3 is hydrogen; or 

R 3 is in the 2-, 3- or 4-position and is: 

carboxy; (Cj^alkoxycarbonji; aminocarbonyl wherein the amino group is optionally 
substituted by hydroxy, (Ci^)alkyl, hydroxy(Ci^)alkyl, aminocarbonyl(Ci^)a!kyi, (C2- 
6)aDcenyl, (Ci^)alkylsulphonyi, trifhioromethylsulphonyl, (C2^)alkenylsulphonyl, (Cj. 

25 6)alkoxycaibon>d, (Ci^)alkyi«nbonyl, (C2^alkenyloxycaibonyi or (C2- 

6)alkenylcaibonyi and optionally further substituted by (C^alkyl, hydroxy(Ci_6)aIkyl, 
aminocarbonji(Ci^)alkyl or (C2-6)aIkenyl; cyano; tetrazolyl; 2-oxo-oxazolidinyl 
optionally substituted by R 10 ; 3-hydroxy-3-cyclobutene^l^-dione-4-yl; 2,4- 
thiazolidinedione-5-yi; tetrazol-5-ylaminocarbonyl; l»2,4-triazol-5->i optionally 

30 substituted by R 10 ; or 5-oxo-l,2,4-oxadiazol-3-yl; or 

(Cl-4)aftyl or ethenyl optionally substituted with any of.the substituents listed above for 
R 3 and/or 0 to 2 groups R 12 independently selected from: 

halogen; (Ci^)alkytthio; trifluoromethyl; (Ci^)aDcoxycarbonyl; (C\„ 
g)alkylcarbonyl; (C2^i)alkenyloxycaibonyl; (C2-6)alkenylcarbonyl; hydroxy optionally 

35 substituted by (d^alkyi, (C 2 -6)alkenyi, (Ci^alkoxycarbonyl, (Ci^)alkylcarbonyi, 
(C2-6) al kenyloxycarbonyl, (C2^)aIkenylcarbonyl or aminocarbonyl wherein the amino 
group is optionally substituted by (C^alkyl, (C2^)aHcenyl, (Ci^)aDcylcarbonyl or (C2- 
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6)alkenyicarbonyl; amino optionally mono- or disubstituted by (C i^)aDcoxycarbonyl, 
(Ci^)aBcyicaibonyl, (C2^)alkenyloxycarbon)d, (C2-6)aBcenylcaibonyl, (Ci-6)alkyl, 
(C2-6) a ^ cen y^ (Ci_$)aIkyisulphonyl, (C2-fi)alkenylsulphonyl or aminocarbonyl wherein 
the amino group is optionally substituted by (Chalky! or (C2-6)aIkenyl; aminocaibonjd 

5 wherein the amino group is optionally substituted by (C^alkyl, hydroxy(C \ _<s)alkyl, 
aminocaibonyl(Ci^)alk)4, (C2-6)alkenyl, (Ci^)aIkoxycarbonyl, (Ci_$)alkylcaibonyI, 
(C2-6)alkenyloxycarbonjd or (C2^)aDcenjdcarbonyl and optionally further substituted by 
(Ci^)alkyl, hydroxy(Ci-6)alk>i, aminocarbonyl(Ci^)alkyl or (C2-6)alkenyl; oxo; (Ci_ 
6)aBcylsulphonyl; (C2^)alkenyisulphoiiyl; or (Cj-gjaminosulphonyl wherein the amino 

10 group is optionally substituted by (C^alkyl or (C2-6)alkenyl; or when R 3 is in the 3- 
position, hydroxy optionally substituted as described above; 

in addition when R 3 is disubstituted with a hydroxy or amino containing substituent and 
carboxy containing substituent these may together form a cyclic ester or amide linkage, 
respectively; 
15 R 4 is a group -U-R 5 where 

U is selected from CO, SO2 and CH2 and 

R5 is an optionally substituted tricyclic carbocyclic or heterocyclic ring system (A): 




(A) 

containing up to four heteroatoms in each ring in which 
20 ring (a) is aromatic or non aromatic; 

X 1 is C when part of an aromatic ring or CR* 4 when part of a non aromatic ring; 
X 2 is N, NR 13 , 0, S(0)x, CO or CR* 4 when part of an aromatic or non-aromatic 
ring or may in addition be CR 14 r! 5 when part of a non aromatic ring; 
X 4 is N, NRI 3 , O, S(0)x, CO or CR 14 5 
25 X 3 and X 5 are independently N or C; 

Y 1 is a 1 to 3 atom linker group each atom of which is independently selected 
from N, NR 13 , O, S(0)x, CO and CR* 4 when part of an aromatic or non-aromatic ring or 
may additionally be CR 14 R*5 whoa part of a non aromatic ring, 

is a 2 or 3 atom linker group completing an aromatic ring, each atom of Y 2 
30 being independently selected from N, NR 13 , 0, S(0)x, CO and CR 14 ; 

each of R 14 and R 15 is independently selected from: H; (Ci^)alkylthio; halo; 
carboxy(Ci_4)aIkyi; halo(Ci^)alkoxy; halo(Ci^)aIkyl; (Ci^alkyl; (C2-4)alkenyi; (Ci. 
4)alkoxycaibonyl; formyl; (Ci^)alkylcarbonyl; (C2-4)alkenyloxycarbonyl; (C2- 
4)alkenylcarbonyi; (C 1 ^)alkylcarbonyioxy; (Ci^)alkoxycarbonyl(Ci^)aIkyl; hydroxy; 
35 hydroxy(Ci^)alkyi; mercapto(Ci_4)alkyl; (Ci^)aDcoxy; nitro; cyano; carboxy; amino or 
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aminocarbonyl optionally substituted as for corresponding substituents in R 3 ; (Ci_ 
4>aIkylsulphonyl; (C2-4)aDcenylsulphonyl; or aminosulphonyl wherein the amino group is 
optionally mono- or di-substituted by (Ci^alkyl or (C2-4)alkenyl; aryl; aryl(Ci.4)alkyi; 
aryl(Ci^)alkoxy or 
5 and R* ' may together represent oxo; 

each Rl3 is independently H;*trifluoromethyi; (Ci_4)alkyl optionally substituted 
by hydroxy, (C^alkoxy, (C^alkylthio, carboxy, halo or trifluoromethyl; (C2- 
4)alkenyU aryl; aryl (Ci^)alkyi; arylc&rbonyl; heteroarylcaibonyl; (Ci^alkoxycaibonyi; 
(C^)aIkyIcarbonyl; formyl; (Ci^)aBcyisulphonyl; or aminocarbonyl wherein the amino 
10 group is optionally substituted by (Ci_4)aIkoxycarbonyi, (Ci^)alkylcarbonjd, (C2_ 
4)alken>1oxycarbonyU (C2-4>alkenylcarbonyl, (Ci^)aDcyl or (C2-4)aIkenyl and 
optionally forther substituted by (Ci^)alkyl or (C2-4)aHcenyl; 

nisOor 1; 

15 

each x is independently 0, 1 or 2 

A is NR 1 1 , 0 or CR 6 R 7 and B is NR 1 1 , 0, SO2 or CR 8 R 9 and wherein : 

each of R 6 , R 7 , R 8 and R 9 is independently selected from: hydrogen; (Ci^)aBcoxy; (Cj. 

20 6)alkyithio; halo; trifluoromethyl; azido; (Ci-$)alkyi; (C2-6)alkenyl; (Ci_ 
g)aIkoxycaibonyl; (Ci-6)alkylcarbonyl; (C2-6)alkenyloxycarbonyl; (C2- 
6)alkenylcarbonyl; hydroxy, amino or aminocaibonyl optionally substituted as for 
corresponding substituents in R 3 ; (Cj^alkylsulphonyl; (C2_6)aIkenylsulphonyl; or 
aminosulphonyl wherein the amino group is optionally substituted by (Ci_g)alkyl or (C2- 

25 g)alkenyl; 

or when hf 1 R 6 and R 8 together represent a bond and R 7 and R 9 are as above defined; 
or R6 and R 7 or R 8 and R 9 together represent oxo; 

provided that: 
30 whenAisNR u ,BisnotNR 11 orO, 
when A is CO, B is not CO, O or SO2; 
when n is 0 and A is NR 1 1 , CR 8 R 9 can only be CO; 
when A is CR 6 R 7 and B is SO2, n is 0; 

when n is 0, Bis not NR 11 orOorR 8 and R 9 are not optionally substituted hydroxy or 
35 amino; 

when A is O, B is not NR 11 , 0, SO2 or CO andn=l; and 
when A-B is CR 7 =CR 9 n is 1 



-4- 



WO 02/08224 



PCT/EPO 1/08604 



RlO is selected from (Chalky!; (C2-4)alkenyl and aiyl any of which maybe optionally 
substituted by a group R* 2 as defined above; carboxy; aminocarbonyl wherein the amino 
groiq) is optionally substituted by hydroxy, (Ci^alkyl, (C2^)alkenyl, (Ci. 

5 g)aIkyisulphonyi, trifluoromefcylsulphonyl, (C2-6)alkenylsulphonyl, (Ci. 
6)aDcoxycarbonyl, (C^alkykarbonyl, (C2^aDcenjdoxycaibonyl or (C2- 
6)alkenylcarbonyl and optionally further substituted by (Ci_6)alkyl or (C2-6)alkenyi; 
(Ci^alkylsulphonyl; trifluoromethylsidphonyl; (C2^)aIkenyisulphonyl; (Cj. 
g)aIkoxycarbon>1; (C^alkykarbonyl; (C2-6)alkenyloxycarbonyi; and (C2- 

10 g)aIkenylcaibonyl; and 

R 11 is hydrogen; trifluorome&yi, (Ci^alkyl; (C2-6)alkenyl; (Ci^)alkoxycarbonyl; 
(C 1 _6)alkylcaibonyi; or aminocarbonyl wherein die amino group is optionally substituted 
by (Ci^)alkoxyca*onyl, (Ci^alkylcarbonyl, (C2^)alkenyloxycarbonyl, (C2- 
15 6)alkenyicaibonyl, (Cj^)alkyl or (C2-6)alkenyl and optionally further substituted by (Ci_ 
g)alkyl or (C 2 -6)aIkenyI; 

or where one of R 3 and R 6 , R 7 , R 8 or R 9 contains a caiboxy group and the other contains 
a hydroxy or amino group they may together form a cyclic ester or amide linkage. 

20 

This invention also provides a method of treatment of bacterial infections in 
mammals, particularly in man, which method comprises the administration to a mammal 
in need of such treatment an effective amount of a compound of formula (T), or a 
pharmaceutical^ acceptable derivative thereof 

25 The invention also provides the use of a compound of formula (J), or a 

pharmaceutical^ acceptable derivative thereof, in the manufacture of a medicament for 
use in the treatment of bacterial infections in mammals. 

The invention also provides a pharmaceutical composition comprising a 
compound of formula (T), or a pharmaceutical^ acceptable derivative thereof and a 

30 pharmaceutical^ acceptable carrier. 

In one aspect, when U is CH2, R 5 is not a heteroaryl group. In another aspect, 
when U is CH2, R5 is not indolyl, quinolinyl or benzothienyl. 

Preferably one of Z 1 , Z 2 Z 3 , Z 4 and Z 5 is N, one is CR la and the remainder are 
35 CH , or one of Z 1 , Z 2 , Z 3 , Z 4 and Z 5 is CR la and the remainder are CH. 

Preferably Z 5 is CH orN, Z 3 is CH or CF and Z 1 , Z 2 and Z 4 are each CH, or Z 1 
is N, Z 3 is CH or CF and Z 2 , Z 4 and Z 5 are each CH. 
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When R 1 or R la is substituted alkoxy it is preferably (C2-6) aDcox y substitituted 
by optionally N-substituted amino, guanidino or amidino, or (Ci-^)alkoxy substituted by 
piperidyi. Suitable examples of R 1 and R la alkoxy include methoxy, trifluoromethoxy, 
n-propyloxy, iso-butjdoxy, aminoethyloxy, aminopropyloxy, aminobutyloxy, 
5 aminopentyloxy, guanidinopropyloxy, piperidin-4-ylmethyloxy, phthalimido pentyloxy or 
2-aminocarbonyiprop-2-oxy. 

Preferably R 1 andR la are independently methoxy, amino (C3 _5)alkyloxy, 
guanidino(C3_5)alk>ioxy, piperidyl(C$-5)alkyloxy, nitro or fluoro; R 1 is more preferably 
methoxy, amino(C3_5)alkyloxy or guanidino(C3 _5)alk>ioxy. R la is more preferably H or 
10 F. Most preferably R 1 is methoxy. and R la is H or when Z 3 is CR la it may be C-R 
When Z 5 is CR la , R la is preferably hydrogen, cyano, hydroxymethyl or 
carboxy, most preferably hydrogen. 
Preferably n is 0. 

R 2 is preferably hydrogen; (Chalky! substituted with carboxy, optionally 
15 substituted hydroxy, optionally substituted aminocarbonyl, optionally substituted amino 
or (Ci^)aIkoxycarbonyl; or (C2-4)aIkenyl substituted with (Ci^)alkoxycarbonyl or 
carboxy. More preferred groups for R 2 are hydrogen, carboxymethyl, hydroxyethyl, 
aminocarbonylmethyl, ethoxycarbonylmethyi, ethoxycarbonyiallyi and caiboxyallyi, most 
preferably hydrogen. 

20 Preferred examples of R 3 include hydrogen; optionally substituted hydroxy, (Cj_ 

4) alkyl; ethenyl; optionally substituted l-hydroxy-(Ci-4) alkyl; optionally substituted 
aminocarbonyl; carboxy(Ci^)alkyl; optionally substituted aminocarbonyi(Ci.4)alkyl; 
cyano(Ci-4)a!kyl; optionally substituted 2-oxo-oxazolidinyl and optionally substituted 2- 
oxo-oxazolidinyl(Ci^alkyl). More preferred R 3 groups are hydrogen; CONH2; 1- 

25 hydroxyalkjd e.g. CH 2 OH, CH(OH)CH2CN; CH2CO2H; CH2CONH2; - 

CONHCH2CONH2; l>2-dihydroxyalkyl e.g. CH(OH)CH 2 OH; CH 2 CN; 2-oxo- 
oxazolidin-5-yl and 2-oxo-oxazolidin-5 -yl(C j ^jalkyl). Most preferably R 3 is hydrogen- 
R 3 is preferably in the 3- or 4-position. 

WhenR 3 andR 6 ,R 7 ,R 8 or R 9 together form a cyclic ester or amide linkage, it is 
3 0 preferred that the resulting ring is 5-7 membered. It is farther preferred that the group A 
or B which does not form the ester or amide linkage is Cftj- 
When A is CH(OH) the R-stereochemistry is preferred. 
Preferably AisNH, NCH3, CH 2 , CHOH, CH(NH2>, C(Me)(OH) or CH(Me). 
Preferably B is CH2 or co - 
35 PreferablyA-BisCHOH-ai2,NR 11 -CH2orNR 11 -CO. 

Particularly preferred are those compounds where n=0, A is NH and B is CO, or A 
is CHOH and B is CH2> more preferably A is the i?-isomer of CHOBL 
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Preferably R 1 1 is hydrogen or (Ci^alkyl e.g. methyl, more preferably hydrogen. 
U is most preferably CH2. 

Preferably R 5 is an aromatic heterocyclic ring (A) having 1-4 heteroatoms of 
which one is N or NR 13 
5 Examples of rings (A) include optionally substituted: 
(a) and (b) aromatic 

lH-pyrrolo[23-b]-pyridin-2-^ lH-pynolo[3,2-b]-pyridm-2-y^ 3H-imidazo[4,5-b]-pyrid- 
2-yl, 3H-quinazoKn-4-one-2-yl, benztaudazol-2-yl, benzo[l>23]-thiadiazol-5-yl, 
benzo[l A5]-oxadiazol-5-yi, benzofur-2-yl, benzothiazol-2-yl, benzo[b]thiophen-2-yl, 

10 benzoxazol-2-yl, chromen-4-one-3-yl, imidazo[l,2-a]pyridin-2-yl, imidazo-[l,2-a]- 
pyrimidin-2-yi, indol-2-yi, indol-6-yl, isoquinolin-3-yl, [ 1 ,8]-naphthyridine~3-yl, 
oxa2X)lo[4^-b]-pyridin-2-yi, quinolin-2-yl, qirinolin-3-yl, quinoxalin-2-yl, indan-2-yl, 
naphthalen-2-yl, l,3-dioxo-isoindol-2yi, benzimidazol-2-yl, benzothiophen-2-yl, 1H- 
baozotriazol-5-34, lH-indol-5-yl, 3H-benzooxazol-2-one-6-yl, 3H-benzooxazol-2-thione- 

1 5 6-yi, 3H-benzothiazol-2-oneK5-yl, 3H-quinazolin-4-one-2-yl, 3H-quinazolin-4-one-6-yl, 
4^xo^Hi>yrido[l>a]pyrimidin-3-yl benzo[l A3]thiadiazol-6-yl, 
benzo[l,2^]thiadiazol-5-yI, benzo[l,4]oxazm-2-one-3-yi, benzothiazol-5-yl, 
benzothiazol-6-yl, cmnolin-3-yl, inndazo[l,2-a]pyridazin-2-yl, imidazo[l>b]pyridazin- 
2-yl, pyrazolo[l,5-a]pyrazin-2-yl, pyrazolo[l,5-a]pyridin-2-yl, pyrazolo[l,5-a]pyrimidin- 

20 6-yI, pyrazolo[5,l-c][l A4]triazin-3-yi, pyrido[l,2-a]pyrimdin-4-one-2-yl, pyrido[l>2- 

a]pyrimidin-4-one-3-yl > quinazolin-2-yl, quinoxalin-6-yl, thiazolo[3,2-a]pyrimidin-5-one- 
7-yi, thiazolo[5,4-b]pyridin-2-yl, thiazolo[5,4-b]pyridin-6-yl, thieno[3>b]pyridinr6-yl, 
2H-isoquinolin-l-one-3-yL 

25 fa) is non aromatic 

(2S>23-dihydro-lH-indol-2-yi, (2S>23-dihydro-benzo[l,4]dioxine-2.yl, 3-CR,S)-3,4- 
dihydro-2H-benzo[ 1 ,4]thiazin-3-yl, 3^H2>dihydn>-[l,4]dioxino[23-b]pyridin-3-yl, 
23^y(ho-[l,4](tioxino[2^4)]pyridin-3-yl, and 3-substituted-3H-quinazolin-4one-2-yl. 

30 hi one aspect, when R 13 is optionally substituted (Ci-4)aflcyl, die optional 

substituent is other than carboxy. 

Rl 3 is preferably H if in ring (a) or in addition (Ci^)alkyl such as methyl or 

isopropyl when in ring (b). More preferably, in ring (b) R 13 is hydrogen when NR 13 is 

bonded to X 3 and (Ci_4)alkyl when NR 13 is bonded to X 5 . 
35 r!4 and R 15 are preferably independently selected from hydrogen, halo, hydroxy, 

(Ci_4)alkyl, (Ci^alkoxy, trifluoromethoxy, nitro, cyano, aryl(Ci_4)alkoxy and (Cj. 

4)alkylsulphonyl. More preferably Rl5 is hydrogen. 
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More preferably each R*4 is selected from hydrogen, chloro, fluoro, hydroxy, 
methyl, methoxy, trifhioromethoxy, benzyloxy, nitro, cyano and methylsulphonyL Most 
preferably is selected from hydrogen, hydroxy, fluorine or nitro. Preferably 0-3 
groups Rl4 are substituents other than hydrogen. Preferably when R*4 is not hydrogen, 
5 X 4 is CR 14 and/or CR 14 is a component of Y 2 . 

Most preferred groups R 5 include 4,6-difluoro-indol-2-yl, lH-pyrrolo[2,3-b]- 
pyridin-2-yl, lH-pym>lo[3,2^]-pyridin-2-yl,, 8-hydroxy-quinolin-2-yl, quinoxalin-2-yl, 
benzimidazol-2-yl, benzo[l,2,3]-thiadiazol-5-yl, benzothiophen-2-yi, 4,6-difluoro^lH- 
benzimidazol-2-yl, benzothiazole-5-yl and 3-(R>2^-dihydro-[l,4]dioxino[2^-b]pyridin- 
10 3-yL 

When used herein, the term "aJkyl" includes groups having straight and branched 
chains, for instance, methyl, ethyl, n-propyl, iso-propyl, n-but>i, iso-butyl, sec-butyl, t- 
butyl, pentyi and hexyl. The tern 'aBcenyl 1 should be interpreted accordingly. 
Halo or halogen includes fluoro, chloro, bromo and iodo. 

IS Haloalkyl moieties include 1-3 halogen atoms. 

Unless otherwise defined, the term "heterocyclic" as used herein includes 
optionally substituted aromatic and non-aromatic, single and fused, rings suitably 
containing up to four hetero-atoms in each ring selected from oxygen, nitrogen and 
sulphur, which rings may be unsubstituted or C-substituted by, for example, up to three 

20 groups selected from (Ci_4)alkylthio; halo; carboxy(Ci_4)alkyl; halo(Ci_4)aDcoxy; 
halo(Ci-4)alkyl; (Chalky!; (C2-4)aDcenyl; (Ci^)alkoxycarbonyl; formyl; (Cj. 
4)aIkyicaibonyl; (C2-4)alkenyloxycarbonyi; (C2^)alkenylcarbonyl; (Cj. 
4)alkylcarbonyloxy; (Ci^)alkoxycarbonyl(Ci-4)alkyl; hydroxy, hydroxy(Ci^)allcyl; 
mercapto (C \ _4)alkyl; (Ci_4)aIkoxy; nitro; cyano, carboxy, amino or aminocaibonyl 

25 optionally substituted as for corresponding substituents in R 3 ; (C^alkyisulphonyl; (C2- 
4)aDcenylsulphonyl; or aminosulphonyl wherein the amino group is optionally substituted 
by (Ci«4)alkyl or (C2-4)alkenyi; optionally substituted aryl, aryl(Ci_4)alkyl or aiyl(Ci_ 
4)alkoxy and oxo groups. 

Each heterocyclic ring suitably has from 4 to 7, preferably 5 or 6, ring atoms. A 

30 fused heterocyclic ring Systran may include carbocyclic rings and need include only one 
heterocyclic ring. Compounds within the invention containing a heterocyclyl group may 
occur in two or more tautomeric forms depending on the nature of the heterocyclyl 
group; all such tautomeric forms are included within the scope of the invention- 

Where an amino group forms part of a single or fused non-aromatic heterocyclic 

35 ring as defined above suitable optional substituents in such substituted amino groups 
include H; trifluoromethyi; (Chalky! optionally substituted by hydroxy, (Cj^aDcoxy, 
(Ci^)alkylthio, halo or trifluoromethyi; (C2-4)alkenyl; aryl; aryl (Ci^)aDcyl; (Ci_ 
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4)alkoxycarbonyi; (Ci_4)alkyicaibonyl; forrnyl; (Ci^)aIkyisulphonyl; or aminocarbonyl 
wherein the amino group is optionally substituted by (Ci^)alkoxycarbonyL, (Cj. 
4)aIkyicaibonyl, (C2-4)alkenyloxycaibonyl, (C2-4)aIkenylcaibonyi, (Ci-4)alkyl or (C2^ 
4)aHcenyl and optionally further substituted by (Ci_4)alkyi or (C2-4)alkenyL 
5 When used herein the temi "aryi", includes optionally substituted phenyl and 

naphthyl. 

Aryi groups may be optionally substituted with up to five, preferably up to three, 

groups selected from (Ci_4)alkylthio; halo; carboxy(Ci^)alkyl; halo(Ci_4)alkoxy; 

halo(Ci.4)alkyl; (Ci_4)alkyl; (C2-4)alkenyl; (Ci^)alkoxycarbonyi; forrnyl; (Ci_ 
10 4)alkylcaibonyi; (C2-4)aIkenyloxycaibonyl; (C2-4)alkenylcaibonyi; (Ci- 

4)aDcylcaibon>doxy; (Ci^)aIkDxycaibonyl(Ci^)aIk)i; hydroxy; hydroxy(Ci ^)alkyi; 

mercapto(Ci^)aIkyi; (Ci_4)aBcoxy; nitro; cyano; carboxy, amino or aminocarbonyl 

optionally substituted as for corresponding substituents in R?; (C i ^)alkylsulphonyl; (C2- 

4)alkenylsulphonyl; or aminosulphonyl wherein die amino group is optionally substituted 
15 by (Ci-4)alkyl or (C2-4)alkenyl; phenyl, phenyl(Ci_4>aIkyl or phenyl(Ci_4)alkoxy 
The term "acyT includes forrnyl and (C 1 _^)aIkylcarbonyl group. 

Preferred compounds of formula (I) include: 

(R}-2- {4-[(4-fluoro- 1 H-benzimidazol-2-ylmerthyiy^ 

methoxyquinolin-4-yl)-ethanol; 
20 (R)- 1 ^6-methoxyKpinolin-4-yi) -2- {4-[(lH-pyrrolo[2,3 -b]pyridine-2-ylmethyl)-amino] - 

piperidin-l-yl} -ethanol; 

2-({l -[(R>2-hydrox^ piperidin-4-yiamino} -methyl)- 

quinolin-8-ol; 

(R)-2-{4-[(benro[l,2,3]thi^ 
25 quinolin^yi)-ethanol; 

(R)-l-(6-methoxy-quinolin-4-yl) -2-{4-[(quinoxalin-2-ylmethyi)-am^^ 
ethanol; 

2-({l -[(R>2-hydroxy-2^6-methoxy-[ 1 ^]n^hthyridin-4-yl)-ethyi]- piperidin-4-ylamino} - 
methyl)-quinolin-8-ol; 

30 4-[(4/7Kiifluoro-lH-mdol-2-^ acid (6-methoxy- 

[ 1 ^naphthyridin^ylVamide; 
(R>2^4-{[(R>l-(2,3-Da^ 
l-yl)-l ^8-fluoro^methoxy-Kiuinolin4-yl)-ethanol; 

(R>2- {4-[(Benzothiazol-5-jdmethyl>amino]-piperidin- 1 -yl} - 1 -(6-methoxy-quinolin-4- 
35 yl>ethanol; and 

(R>2- {4-[(4,6-Difluoro-lH^ -yl}-l-(6- 

methoxyf 1 , 5]naphthyridii>4-yl)-ethanol; 

and pharmaceutical^ acceptable derivatives thereof. 
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Some of the compounds of this invention may be crystallised or recrystallised 
from solvents such as aqueous and organic solvents. In such cases solvates may be 
formed This invention includes within its scope stoichiometric solvates including 
hydrates as well as compounds containing variable amounts of water that maybe 
5 produced by processes such as fyophihsation. 

Since the compounds of formula CO are intended for use in pharmaceutical 
compositions it will readily be understood that they are each preferably provided in 
substantially pure form, for example at least 60% pure, more suitably at least 75% pure 
and preferably at least 85%, especially at least 98% pure (% are on a weight for weight 
10 basis). Impure preparations of the compounds may be used for preparing the more pure 
forms used in the pharmaceutical compositions; these less pure preparations of the 
compounds should contain at least 1%, more suitably at least 5% and preferably from 10 
to 59% of a compound of the formula (I) or pharmaceutical^ acceptable derivative 
thereof. 

1 5 Particular compounds according to the invention include those mentioned in the 

examples and their pharmaceutical^ acceptable derivatives. 

Pharmaceutical^ acceptable derivatives of the above-mentioned compounds of 
formula 0) include the free base form or their acid addition or quaternary ammonium 
salts, for example their salts with mineral acids e.g. hydrochloric, hydrobromic, sulphuric 

20 nitric or phosphoric acids, or organic acids, e.g. acetic, fumaric, succinic, maleic, citric, 
benzoic, p4ohxenesulphonic, methanesulphonic, naphthalenesulphonic acid or tartaric 
acids. Compounds of formula (I) may also be prepared as die N-oxide. Compounds of 
formula (I) having a free carboxy group may also be prepared as an in vivo hydrolysable 
ester. The invention extends to all such derivatives. 

25 Examples of suitable pharmaceutically acceptable in vivo hydrolysable ester- 

forming groups include those forming esters which break down readily in the human 
body to leave the parent acid or its salt Suitable groups of this type include those of part 
formulae (i), (ii), (iii), (iv) and (v): 
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— O+O.CO.R* 



R c -N< 



(0 



00 



— C^-OR* ' (fli) 




wherein R* is hydrogen, (Ci_g) alkyl, (C3.7) cycloalkyl, methyl, or phenyl R b is 
(Ci^) alkyl, (Ci_6) alkoxy, phenyl, benzyl (C3.7) cycloalkyl, (C3.7) cycloalkyloxy, 
(Ci^) alkyl (C3.7) cycloalkyl, 1-amino (C\^) alkyl, or l-(Cl-6 aDcyl)amino (C\^) 
alkyl; or R a and R^ together form a 1,2-phenylene group optionally substituted by one or 

10 two methoxy groups; R c represents (Ci_g) alkylene optionally substituted with a methyl 
or ethyl group and R d and R e independently represent (Ci_$) alkyl; R f represents (C\^) 
alkyl; Rg represents hydrogen or phenyl optionally substituted by up to three groups 
selected from halogen, (Ci^) alkyl, or (Ci^) alkoxy, Q is oxygen or NH; R h is 
hydrogen or (Ci^s) alkyl; R l is hydrogen, (Cj-g) alkyl optionally substituted by halogen, 

15 ( c 2-6) alkenyl, (Ci_6> alkoxycarbonyl, aryl or heteroaiyl; or R h and R* together form 
(Ci_6) alkylate; R) represents hydrogen, (C\^) alkyl or (Ci^) alkoxycarbonyl; and R k 
represents (Ci_g) alkyl, (C\_$) alkoxy, (Ci^) alkoxy(Ci^)alkoxy or aryl. 

Examples of suitable in vivo hydrolysable ester groups include, for example, 
acyioxy(Ci^)alkyl groups such as acetoxymethyl, pivaloyloxymethyl, a-acetoxyethyl, 

20 a-pivaloyloxyethyl, l-(cyclohexylcarbonyloxy)pn)p-l-yl, and 

(l-aminoeth>d)caibonyloxymethyl; (C 1 ^)alkoxycarbony!oxy(C 1 -6>alkyl groups, such as 
ethoxycarbonyloxymethyi, a-ethoxycarbonyioxyethyl and propoxycarbonyioxyethyl; 
di(Ci^)alkylamino(Ci^)alkyl especially di(Ci^)alkyiamino(Ci^)alkyl groups such as 
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dimethylaminomethyl, dimethylaminoethyl, diethylaminomethyl or diethylaminoethyl; 
2-((Ci-6)alkoxycart>onyi)-2-(C2^s)aIkenyl groups such as 

2-^sobutoxycaiboii)d)pent-2-e0yl and 2-(ethoxycaibonyl)but-2-enyl; lactone groups such 
as phthalidyi and dimethoxyphthahdyL 

A further suitable pharmaceutically acceptable in vivo hydrolysable ester-forming 
group is that of the formula: 



"X 



Y 

o 



wherein R k is hydrogen, alkyi or phenyl. 
10 R is preferably hydrogen. 

Compounds of formula (I) may also be prepared as the corresponding N-oxides. 
Certain of the compounds of formula (T) may exist in the form of optical isomers, 
e.g. diastereo isomers and mixtures of isomers in all ratios, e.g. racemic mixtures. The 
invention includes all such forms, in particular the pure isomeric forms. For example die 
15 invention includes compound in which an A-B group CH(OH)-CH2 is in either isomeric 
configuration, the /{-isomer is preferred. The different isomeric forms may be separated 
ox resolved one from the other by conventional methods, or any given isomer may be 
obtained by conventional synthetic methods or by stereo specific or asymmetric syntheses. 
In a further aspect of the invention there is provided a process for preparing 
20 compounds of formula (I), and pharmaceutically acceptable derivatives thereof which 
process comprises: 

reacting a compound of formula (TV) with a compound of formula (V): 



X 



25 




wherein n is as defined in formula (I); Z*', Z 2 \ Z>\ Z*\ Z s \ R r and R 3? are Z 1 , Z\ Z\ 
Z\ Z$ 9 R* and R 3 as defined in formula Q) or groups convertible thereto; 
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or a group convertible thereto wherein R?' and R.4' are R^ and R4 as 

defined in formula (£) or groups convertible thereto and Q2 is H or R.3' or Q 1 and 

together form an optionally protected oxo group; 

and X and Y may be the following combinations: 
5 (i) X is A'-COW, YisHandnisO; 

(n) Xk(^=CR8R 9 , YisHandnisO; 

(Hi) X is oxirane, YisHandnisO; 

Civ) X is N=00 and YisHandnisO; 

(v) one of X and Y is CC^Itf and the other is CH2C02R X ; 
10 (vi) XisCHR 6 R 7 andYisC(=0)R 9 ; 

(vii) X is CR^PR^ and Y is C(=G0 and n=l; 

(viii) X is C(=0)R 7 and Y is CR^PR^ and art; 

(ix) Y is COW and X is NHR 11 ' , NCO orNRH'COW and n=0 or 1 or when n=l X 
is COW and Y is NHR 1 1' , NCOorNR 1 1'COW; 

15 (x) XisC(CN)R6andYisl^ 1 l'OTXisNHRll , andYisC(=<>)R 8 andn=l; 

(xi) X is NHR 1 1' and Y is CRSR^W and n=l ; 

(xii) XisCR 6 R 7 WandYisNHRll'orOHandn=l; 

(xiii) XisCR 6 R 7 SO2WandYisHandn=0; 
(xhr) XisWorOHandYisCH20Handn=l; 

20 (xv) XisNHRll' andYisSO2WorXisNR 1 l , SO2WandYisH,andn=0; 

(xvi) XisNR 11 'CC)CH2WorNRll , SO2CH2WandYisHandn=0; 

(xvii) XisWandYisCONHR 1 *'; 

in which W is a leaving group, e.g. halo or imidazolyl; R x and Ry are (Cj^alkyl; R z is 
25 aryl or (Chalky!; A* and NRl 1' are A and NR 1 1 as defined in formula (1), or groups 
convertible thereto; and oxirane is: 

wherein R^, r8 andR^ are as defined in formula (I); 
30 and thereafter optionally or as necessary converting Q* and Q 2 to NR^R 4 '; converting A 1 , 
Zl', Z 2 ', 2>\ Z 4 ', Z5 f , Rl\ R 2 ', r3', r4' andNR^'to A.Z 1 , Z 2 Z\ Z 4 Z\ R\ R 2 R3, 
R 4 and NR 1 converting A-B to other A-B, interconverting R 1 , R 2 R 3 and/or R 4 , 
and/or forming a pharmaceutical^ acceptable derivative thereof. 

Process variant (i) initially produces compounds of formula (I) wherein A-B is A - 

35 CO. 
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Process variant (ii) initially produces compounds of formula (I) wherein A-B is 
CHR 6 -CR 8 R 9 . 

Process variant (iii) initially produces compounds of formula (I) wherein A-B is 
CR 6 (OH)-CR 8 R 9 . 

5 Process variant (iv) initially produces compounds of formula (I) where A-B is 

NH-CO. 

Process variant (v) initially produces compounds of formula (J) wherein A-B is 
CO-CH2QTCH2-CO- 

Process variant (vi) initially produces compounds of formula (J) wherein A-B is 
10 CR6r7^r9qh. 

Process variant (vii) and (viii) initially produce compounds of formula (I) wherein 
A-BisCR 7 =€R 9 . 

Process variant (ix) initially produces compounds of formula (I) where A-B is CO- 
NRll orNRH-CO. 

15 Process variant (x) initially produces compounds of formula (I) wherein A-B is 

CHR6-NR 11 orNRH-CHR 8 . 

Process variant (xi) initially produces compounds of formula (I) wherein A-B is 

Process variant (xii) initially produces compounds of formula Q wherein A-B is 
20 CR6R7. NRl I 1 or CR 6 R 7 -0. 

Process variant (xiii) initially produces compounds of formula (I) where A-B is 
CR^-SC^. 

Process variant (xiv) initially produces compounds of formula (I) wherein A-B is 
0-CH 2 . 

25 Process variant (xv) initially produces compounds where AB is NR 1 ^SO^ 

Process variant (xvi) initially produces compounds of formula (I) where A-B is 

NR 1 i'-CO or NR 1 i'-SO* and n=l . 

Process variant (xvii) initially produces compounds of formula (I) where A-B is 

NR ir -CO. 

30 In process variants (i) and (ix) the reaction is a standard amide or urea formation 

reaction involving e.g.: 

1. Activation of a carboxylic acid (e.g. to an acid chloride, mixed anhydride, active ester, 
O-acyl-isourea or other species), and treatment with an amine (Ogliaruso, MA; Wolfe, 
JJF. in The Chemistry of Functional Groups (Ed Patai, &) SuppL B: The Chemistry of 
35 Acid Derivatives, Pt. 1 (John Wiley and Sons, 1979), pp 442-8; Beckwith, A.LJ. in The 
Chemistry of Functional Groups (Ed PataU S.) SuppL B: The Chemistry of Amides (Ed. 
Zabricky, J.) (John Wiley and Sons, 1970), p 73 a The acid and amide are preferably 
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reacted in the presence of an activating agent such as l-(dimethyiaminopropyl)-3- 
ethylcarbodiinride hydrochloride (EDC) or 1-hydroxybenzotriazole (HOBT) or 0-( 7 - 
azabenzotriazol- 1 - j4>JV^,^^"tetramethyliiix)nium hexafluorophosphate (HATU); or 
2. The specific methods of: 

5 a, in situ conversion of an acid into the amine component by a modified Curtius reaction 
procedure (Shioiri, T., Murata, M., Hamada, Y., Otenu Pharrru Bull 1987, 35, 2698) 
b. in situ conversion of the acid component into the acid chloride under neutral conditions 
(Villeneuve, G. B.; Chan, T. H., Tetrahedron. Lett 1997, 38, 6489). 
A' may be, for example, protected hydroxymethyiene. 

10 The process variant (it) is a standard addition reaction using methods well known 

to those skilled in the art The process is preferably carried out in a polar organic solvent 
e.g. acetonitrile in the presence of an organic base e.g. triethylamine. 

In process variant (iii) the coupling may be effected in acetonitrile at room 
temperature in the presence of one equivalent of lithium perchlorate as catalyst (general 

15 method of JJB. Chateauneuf ef al, J. Org. Chem., 56, 5939-5942, 1991) or more 
preferably with ytterbium triflate in dichloromethane. In some cases an elevated 
temperature such as 40 - 70 °C may be beneficial. Alternatively, the piperidine may be 
treated with abase, such as one equivalent of butyl lithium, and the resulting salt reacted 
with the oxirane in an inert solvent such as tetrahydrofuran, preferably at an elevated 

20 temperature such as 80°C. Use of a chiral epoxide will afford single diastereomers. 
Alternatively, mixtures of diastereomers may be separated by preparative HPLC or by 
conventional resolution through crystallisation of salts formed from chiral acids. 

The process variant (iv) is a standard urea formation reaction from the reaction of 
an isocyanate with an amine and is conducted by methods well known to those skilled in 

25 the art (for example see March, J; Advanced Organic Chemistry, Edition 3 (John Wiley 
and Sons, 1985), p802-3). The process is preferably carried out in a polar solvent such as 
N,N-dimethylformamide. 

In process variant (v) the process is two step: firstly a condensation using a base, 
preferably sodium hydride or alkoxide, sodamide, alkyl lithium or lithium dialkylamide, 

30 preferably in an aprotic solvent e.g. ether, THF or benzene; secondly, hydrolysis using an 
inorganic acid, preferably HQ in aqueous organic solvent at 0-100°C. Analogous routes 
are described in DE330945, EP31753, EP53964 and H. Sargent, I. Am. Chem. Soc. 68, 
2688-2692 (1946). Similar Claisen methodology is described in Soszko et al., 
PrJConLMat Przyr.Poznan.TowPrzyj.Nauk., (1962), 10, 15. 

35 In process variant (vi) the reaction is carried out in the presence of a base, 

preferably organometallic or metal hydride e.g. NaH, lithium diisopropyiamide or NaOEt, 
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preferably in an aprotic solvent, preferably THF, ether or benzene at -78 to 25°C 
(analogous process in Gutswiller et aL (1978) J. Am. Chem. Soc. 100, 576). 

In process variants (vii) and (viii) if abase is used it is preferably NaH, KH, an 
alkyl lithium e.g. BuLi, a metal aDcoxide e.g. NaOEt, sodamide or lithium dialkyiamide 
5 e.g.di- isopropylamide. An analogous method is described in US 3989691 and M. Gates 
et aL (1970) J. Amer.Chem.Soc., 92, 205, as well as Taylor et aL (1972) JACS 94, 6218. 

In process variant (x) where X or Y is CHO the reaction is a standard reductive 
alkylation using, e.g., sodium borohydride or sodium triacetoxyborohydride (Gribble, G. 
W. in Encyclopedia of Reagents for Organic Synthesis (Ed Paquette, JL A.) (John Wiley 
10 and Sons, 1995), p 4649). 

The process variants (xi) and (xii) are standard alkylation reactions well known to 
those skilled in the art, for example where an alcohol or amine is treated with an alkyl 
halide in the presence of a base (for example see March, J; Advanced Organic Chemistry, 
Edition 3 (John Wiley and Sons, 1985), p364-366 and p342-343). The process is 
15 preferably carried out in a polar solvent such as N,N-dimefliylfonnamide 

In process variant (xiii) the reaction is a standard sulphonamide formation reaction 
well known to those skilled in the art This may be eg. the reaction of a sulphonyl halide 
with an amine. 

In process variant (xiv) where X is W such as halogen, methanesulphonyloxy or 
20 trifhioromethanesulphonyloxy, the hydroxy group in Y is preferably converted to an OM 
group where M is an alkali metal by treatment of an alcohol with abase. The base is 
preferably inorganic such as NaH, lithium diisopropyiamide or sodium. Where X is OH, 
the hydroxy group in Y is activated under Mitsunobu conditions (Fletcher etal. J Chem 
Soc. (1995), 623). Alternatively the X=0 and Y=CH2 OH groups can be reacted directly 
25 by activation with dicMorocarbodiimide (DCC) (Chem. Berichte 1962, 95, 2997 or 
Angewante Chemie 1963 75, 377). 

In process variant (xv) the reaction is conducted in the presence of an organic 
base such as triethylamine or pyridine such as described by Fuhrman etal., J. Amer. 
Chem. Soc.; 67, 1245, 1945. The X=NR 11, S0 2 W or Y=SO*W intermediates can be 
30 formed from the requisite amine e.g. by reaction with SO2CI2 analogously to the 

procedure described by the same authors Fuhrman etal.,. J. Amer. Chem. Soc.; 67, 1245, 
1945. 

In process variant (xvi) the reaction is an alkylation, examples of which are 
described in J. Med. chem. (1979) 22(10) 1171-6. The compound of formula (IV) may be 
35 prepared from the corresponding compound where X is NHR* * ' by acylation with an 

appropriate derivative of die acid WCH2COOH such as the acid chloride or sulphonation 
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with an appropriate derivative ofthe sulphonic acid WCH2SO3H such as the sulphonyl 
chloride. 

In process variant (xvii) the leaving group W is preferably chloro or 
trifluorometbylsulphonyi and the reaction is the palladium catalysed process known as the 
5 "Buchwald" reaction (J. Yin and S. L. Buchwald, OrgXett., 2000, 2, 1 101). 

Reduction of a carbonyi group A or B to CHOH can be readily accomplished 
using reducing agents well known to those skilled in the art, e.g. sodium borohydride in 
aqueous ethanol or lithium aluminium hydride in ethereal solution. This is analogous to 
methods described in EP53964, US384556 and J. Gutzwiller et al y 1 Amer. Chem. Soc. 7 
10 1978,100,576. 

The carbonyi group A or B may be reduced to CH2 treatment with a reducing 
agent such as hydrazine in ethylene glycol, at e.g. 130-160°C, in the presence of 
potassium hydroxide. 

Reaction of a carbonyi group A or B with an organometallic reagent yields a group 
15 whereR 8 isOHandR9isalkyl. 

A hydroxy group on A or B may be oxidised to a carbonyi group by oxidants well 
known to those skilled in the art, for example, manganese dioxide, pyridinhim 
chlorochromate or pyridinhim dichromate. 

A hydroxyalkyl A-B group CHR 7 CR 9 OH or CR 7 (OH)CHR 9 may be dehydrated 
20 to give the group CR 7 =CR 9 by treatment with an acid anhydride such as acetic anhydride. 
Methods for conversion of CR 7 =CR 9 by reduction to CHR 7 CHR 9 are well 
known to those skilled in the art, for example using hydrogenation over palladium on 
carbon as catalyst Methods for conversion of CR 7 =CR 9 to give the A-B group 
CR 7 (OH)CHR 9 or CHR 7 CR 9 OH are well known to those skilled in the art for example 
25 by epoxidation and subsequent reduction by metal hydrides, hydration, hydxoboration or 
oxymercuration. 

An amide carbonyi group maybe reduced to die corresponding amine using a 
reducing agent such as lithium aluminium hydride. 

A hydroxy group in A or B may be converted to azido by activation and 
30 displacement e.g. under Mitsunobu conditions using hydrazoic acid or by treatment with 
diphenytphosphorylazide and base, and the azido group in turn may be reduced to amino 
by hydrogenation. 

An example of a group Q 1 convertible to NR 2 R 4 is NR 2I R 4 ' or halogen. Halogen 
may be displaced by an amine HNR 2 ^' by a conventional allegation. 
35 When Ql Q 2 together form a protected oxo group this may be an acetal such as 

ethylenedioxy which can subsequently be removed by acid treatment to give a compound 
of formula (VI): 
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wherein the variables are as described for formula (I) 

Intermediates of formula (VI) are novel and as such form part of die invention. 
The ketone of formula (VI) is reacted with an amine HNR 2 ^ 4 ' by conventional 
S reductive alkylation as described above for process variant (x). 

Examples of groups 7>\ Z 2 ', Z 3 ', Z 4 ', 7? convertible to Z 1 , Z 2 , Z 3 , Z 4 and Z* 
include CR la ' where R^' is a group convertible to Rl*. t\\ Z 2 ', Z 3> , Z 4 ' and Z 5 ' are 
preferably Z 1 , Z 2 , Z 3 , Z 4 and Z 5 . 

Rla',Rl' and R 2 ' are preferably R^R 1 andR 2 . R 1 ' is preferably methoxy. R 2 ' 
10 is preferably hydrogen. R 3 ' is R 3 or more preferably hydrogen, vinyl, alkoxycaibonyl or 
carboxy. R 4 ' is R 4 or more preferably H or an N-protecting group such as t- 
butoxycaibonyl, benzyloxycarbonyl or 9-fluorenylmethyioxycarbonyl. 

Conversions of R r , R 2 ', R 3 ' and R 4 ' and inteconversions of R 1 , R 2 R 3 and R 4 
are conventional. In compounds which contain an optionally protected hydroxy group, 
1 5 suitable conventional hydroxy protecting groups which may be removed without 

disrupting the remainder of the molecule include acyl and alkylsilyi groups. N-protecting 
groups are removed by conventional methods. 

For example R 1 ' methoxy is convertible to R*' hydroxy by treatment with lithium 
and diphenylphosphine (general method described in Ireland et al, 7. Amer. Chenu Soc, 
20 1973, 7829) or HBr. Alkylation of the hydroxy group with a suitable alkyl derivative 
bearing a leaving group such as halide and a protected amino, piperidyl, amidino or 
guani dino group or group convertible thereto, yields, after conversion/deprotection, R* 
aDcoxy substituted by optionally N-substituted amino, piperidyl, guanidino or amidino. 
r3 alkenyl is convertible to hydroxyalkyl by hydroboration using a suitable 
25 reagent such as 9-borabicyclo[3.3. ljnonane, epoxidation and reduction or 
oxymercuration. 

R3 l^dihydroxyalkyl can be prepared from R 3 ' alkenyl using osmium tetroxide 
or other reagents well known to those skilled in the art (see Advanced Organic Chemistry, 
E<L March J. $ John Wiley and Sons, 1985, p 732-737 and refs. cited therein) or 
30 epoxidation followed by hydrolysis (see Advanced Organic Chemistry, Ed March, J. 
John Wiley and Sons, 1985, p 332333 and refe. cited therein). 



-18- 



WO 02/08224 



PCT/EP01/08604 



r3 vinyl can be chain extended by standard homologation, e.g. by conversion to 
hydroxyethyl followed by oxidation to the aldehyde, which is then subjected to a Wittig 
reaction. 

Opening an epoxide-containing R^ 1 group with cyanide anion yields a CH(OH>- 
5 CH2 CN g 11011 ?- 

Opening an epoxide-containing R^' group with azide anion yields an a-hydroxy 
azide derivative which can be reduced to the a-hydroxy amine. Conversion of the <x- 
hydroxy amine to* a carbamate is followed by ring closure with base to give the 2-oxo- 
oxazolidinyi containing R 3 group. 

1 0 Substituted 2-oxo-oxazolidinyi containing R 3 groups may be prepared from the 

corresponding aldehyde by conventional reaction with a glycine anion equivalent, 
followed by cyclisation of the resulting amino alcohol (M. Grauert et al, Ann. Chem. 9 
1985, 1817; Rozenberg et al, Angew. Chem. bit Ed Engl, 1994, 33(1), 91). The 
resulting 2-oxo-oxazolidinyi group contains a carboxy group which can be converted to 

IS other Regroups by standard procedures. 

Carboxy groups within R 3 may be prepared by Jones' oxidation of the 
corresponding alcohols CH2OH using chromium acid and sulphuric acid in 
watei/methanol (E JUL Jones etal,l Chem. Soc., 1946, 39). Other oxidising agents may 
be used for this transformation such as sodium periodate catalysed by ruthenium 

20 trichloride (GJ. Tutwiler al, J.Med Chem., 1987, 30(6). 1094), chromium trioxide- 
pyridine (G. Just et al, Synth. Commun^ 1979, P(2L 613), potassium permanganate (DJB. 
Reedich et al, J. Org. Cfcero.,1985, 50(19). 3535), and pyridinium chlorochromate (D. 
Askin et al, Tetrahedron Lett, 1988, 29(3). 277). 

The carboxy group may alternatively be formed in a two stage process, with an 

25 initial oxidation of the alcohol to the corresponding aldehyde using for instance dimethyl 
sulphoxide activated with oxalyl chloride (N.Cohen et al, J. Am. Chem. Soc., 1983, 105, 
3661) or dic^lohexylcarbodiimide (RJvlWengler, Angew. Chim. Int Ed. Eng., 1985, 
24(2), 77), or oxidation with tetrapropyiaimnonium perruthenate (Ley et al, J. Chem.Soc. 
Chan Commun.,1987, 1625). The aldehyde may then be separately oxidised to the 

30 corresponding acid using oxidising agents such as silver (II) oxide (R.Grigg etaI,J. 
Chem. Soc. Peririnl,1983, 1929), potassium permanganate (A.2urcher, Helv. Chim. 
Acta., 1987, 70 (7), 1937), sodium periodate catalysed by ruthenium trichloride (T.Sakata 
et al, Bull. Chem. Soc. Jpn., 1988, 61(6), 2025), pyridinium chlorochromate (R.S.Reddy 
et al, Synth. Commun., 1988, 18(51), 545) or chromium trioxide (RJVI.Coates et al, J. 

35 Am. Chem. Soc.,1982, 104, 2198). 

An R3 CO2H group may also be prepared from oxidative cleavage of the 
corresponding diol, CH(OH)CH20H, using sodium periodate catalysed by ruthenium 
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trichloride with an acetontrfle^ibontetracUoride-water solvent system (V.SMartin et al, 
Tetrahedron Letters, 1988, 2P(22), 2701). 

Other routes to the synthesis of caiboxy groups within are well known to those 
skilled in the art 

5 r3 groups containing a cyano or caiboxy group maybe prepared by conversion of 

an alcohol to a suitable leaving group such as the corresponding tosylate by reaction with 
para-toluenesulphonyi chloride (MR. Bell, /. Med Chem.,1910, H, 389), or the iodide 
using triphenylphosphine, iodine, and imidazole (G. Lange, Synth. Commun., 1990, 20, 
1473). The second stage is the displacement of the leaving group with cyanide anion 

10 (LA. Paquette et al, J. Org. Chem.,1979, 44(25\ 4603; P.A. Grieco et al, J. Org. Chem., 
1988, 53(16). 3658. Finally acidic hydrolysis of the nitrile group gives the desired acids 
(ELRosemeyer et al, Heterocycles, 1985, 23 (10), 2669). The hydrolysis may also be 
carried out with base e.g. potassium hydroxide (HLRapoport, J. Org. Chem.,1958, 23, 248) 
or enzymatically (T. Beard et al, Tetrahedron Asymmetry, 1993, 4 (6), 1085). 

15 Other functional groups in R 3 may be obtained by conventional conversions of 

caiboxy or cyano groups. 

Tetrazoles are conveniently prepared by reaction of sodium azide with the cyano 
group (e.g. F. Thomas et al, Bioorg. Med Chem. Lett., 1996, 6£6), 631; K. Kubo et al, J. 
Med Chem., 1993, 36, 2182) or by reaction of azidotri-n-butyl stannane with the cyano 

20 group followed by acidic hydrolysis (P.L. Ornstein, J. Org. Chem., 1994, 59, 7682 and J. 
Med Chem, 1996, 39 2219). 

The 3-hydroxy-3-cyclobutene- 1 ,2-dion-4-yl group (e.g. ILM Soli, Bioorg. Med 
Chem. LeU., 1993, 3(4), 757 and WA Kinney, /. Med. Chem., 1992, 35(25), 4720) can 
be prepared by the following sequence:- (1) a compound where R 3 is (CH^CHO (n = 

25 0,1 ,2) is treated with triethylamine, carbon tetrabromide-triphenylphosphine to give 
initially (CH^CH^CHBr, (2) dehydrobromination of this intermediate to give the 
corresponding bromoethyne derivative (CH^OCBr (for this 2 stage sequence see D. 
Grandjean et al, Tetrahedron Lett, 1994, 35f21\ 3529); (3) palladium-catalysed coupling 
ofthe bromoethyne with 4<l-methylethoxy)-Htf- n - but ^^ 

30 dione (Liebeslrind et al, J. Org. Chem., 1990, 55, 5359); (4) reduction ofthe ethyne 
moiety to -CH2CH2- under standard conditions of hydrogen and palladium on charcoal 
catalysis(see Howard et al, Tetrahedron, 1980, 36, 171); and finally (4) acidic hydrolysis 
ofthe methyl ethoxyester to generate the corresponding 3-hydroxy-3-cyclobutene-l,2- 
dione group (R.M. Soil, Bioorg. Med Chem. Lett., 1993, 3(4), 757). 

35 The tetnrol-5-yiaminocarbonyl group may be prepared from the corresponding 

carboxylic acid and 2-aminotetrazole by dehydration with standard peptide coupling 
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agents such as l,l^<arbonyldiimidazole (PJL Ornstein et al, J. Med Chem, 1996, 39(1 1), 
2232). 

The alkyl- and aDcenyi-sulphonyicaiboxamides are similarly prepared from the 
corresponding caiboxyiic acid and the alkyl- or alkenyl-sulphonamide by dehydration 
5 with standard peptide coupling agents such as 1 , 1 '-carbonyldiimidazole (P.L. Ornstein et 
al, J. Med. Chem^ 1996, 39(m 2232). 

The hydioxamic acid groups are prepared from the corresponding acids by 
standard amide coupling reactions e.g. NJEL Patel et al, Tetrahedron, 1987, 43f22\ 5375. 
2,4-Tiriazolidinedione groups may prepared from the aldehydes by condensation 
10 with 2,4-thiazoUdinedione and subsequent removal of the olefinic double bond by 
hydrogenafion. 

The preparation of 5-oxo-l,2,4-oxadiazoles from nitriles is decribed by Y. Kohara 
et al, Bioorg. Med. Chem. Lett^ 1995, 5QTL 1903. 

l,2,4-Triazol-5-yl groups may be prepared from the corresponding nitrile by 

15 reaction with an alcohol under acid conditions followed by reaction with hydrazine and 
thai an R 10 -substkutcd activated caiboxyiic acid (see JJB. Polya in "Comprehensive 
Heterocyclic Chemistry" Edition 1, p762, Ed AJL Katritzky and C.W. Rees, Pergamon 
Press, Oxford, 1984 and JJ. Ares et al,J. Heterocyclic Chem., 1991, 28(5), 1197). 

Other substhnents on R^ alkyl or alkenyl may be interconverted by conventional 

20 methods, for example hydroxy may be derivatised by esterification, acylation or 
etherification. Hydroxy groups maybe converted to halogen, thiol, alkyithio, azido, 
alkylcarbonyi, amino, aminocarbonyl, oxo, alkyisulphonyl, alkenylsulphonyl or 
aminosulphonyl by conversion to a leaving group and substitution by the required group 
or oxidation as appropriate or reaction with an activated acid, isocyanate or 

25 alkoxyisocyanate. Primary and secondary hydroxy groups can be oxidised to an aldehyde 
or ketone respectively and alkylated with a suitable agent such as an organometallic 
reagent to give a secondary or tertiary alcohol as appropriate. A carboxylate group maybe 
converted to a hydroxymethyl group by reduction of an ester of this acid with a suitable 
reducing agent such as UAIH4. 

30 An NH2 substituent on piperidine is converted to NR 2 R 4 by conventional means 

such as amide or sulphonamide fonnation with an acyi derivative R 5 COW or R 5 S02W, 
for compounds where U is CO or SO2 or, where U is CH2, alkylation with an alkyl halide 
R 5 CH2-halide in the presence of base, acylation/reduction with an acyl derivative 
R5COW or reductive alkylation with an aldehyde R 5 CHO. 

35 Where one of R 3 and R 6 , R 7 , R 8 or R 9 contains a caiboxy group and the other 

contains a hydroxy or amino group they may together form a cyclic ester or amide 
linkage. This linkage may form spontaneously during coupling of the compound of 
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formula (IV) and the piperidine moiety or in the presence of standard peptide coupling 
agents. 

It will be appreciated that under certain circumstances interconvertions may 
interfere, for example, A or B hydroxy groups in A or B and die piperidine substituent 

5 NH2 will require protection e.g. as a carboxy- or silyi-ester group for hydroxy and as an 
acyl derivative for piperidine NH2, during conversion of R 1 ', R 2 ', R 3 ' or R 4 ', or during 
die coupling of the compounds of formulae (TV) and (V). 

Compounds of formulae (IV) and (V) are known compounds, (see for example 
Smith et al, J. Amer. Chenu Soa f 1946, 68, 1301) or prepared analogously. 

10 Compounds of formula (IV) where X is CR 6 R 7 S02W may be prepared by a route 

analogous to that of Ahmed El Hadri etal,J. Heterocyclic Chem. 9 1993. 30(3\ 631. Thus 
compounds of formula (IV) where X is CH2SO2OH may be prepared by reacting the 
corresponding 4-methyl compound with N-bn>mosucrinimide, followed by treatment 
with sodium sulfite. The leaving group W may be converted to another leaving group W, 

1 S e.g. a halogen group, by conventional methods. 

The isocyanate of formula (IV) maybe prepared conventionally from a 4-amino 
derivative such as 4-amino-quinoline, and phosgene, or phosgene equivalent (eg 
triphosgene) or it may be prepared more conveniently from a 4-carboxylic acid by a "one- 
pot" Curtius Reaction with diphenyi phosphoryi azide (DPPA) [see T. Shiori et al. Chenu 

20 Pharnu Bull 35, 2698-2704 (1987)]. 

The 4-amino derivatives are commercially available or may be prepared by 
conventional procedures from a corresponding 4-chloro or 4-trifluoromethanesulphonate 
derivative by treatment with ammonia (O.G. Backeberg et al., J. Chem Soc, 381, 1942) 
or propylamine hydrochloride (R. Radinov et at, Synthesis, 886, 1986). 

25 4-Alkenyi compounds of formula (IV) may be prepared by conventional 

procedures from a corresponding 4-halogeno-derivative by e.g. a Heck synthesis as 
described in e.g. Organic Reactions, 1982, 27, 345. 

4-Halogeno derivatives of compounds of formula (IV) are commercially available, 
or may be prepared by methods known to those skilled in the art. A 4-chloroquinoline is 

30 prepared from the corresponding quinolin-4-one by reaction with phosphorus oxychloride 
(POCI3) or phosphorus pentachloride, PCI5. A 4-chloroquinazoline is prepared from the 
corresponding quinazolin-4-one by reaction with phosphorus oxychloride (POCI3) or 
phosphorus pentachloride, PCI5. A quinazolinone and quinazolines may be prepared by 
standard routes as described by TA. Williamson in Heterocyclic Compounds, 6, 324 

35 (1957) Ed. RC. Elderfield. 
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Activated carboxy derivatives X=A"COW of formula (IV) may be prepared from 
X=A I C02H derivatives in turn prepared from CO2H derivatives by conventional methods 
such as homologation. 

4-Caiboxy derivatives of compounds of formula (IV) are commercially available 

5 or may be prepared by conventional procedures for preparation of carboxy 

heteroaromatics well known to those skilled in the art. For example, quinazolines maybe 
prepared by standard routes as described by T. A. Williamson in Heterocyclic 
Compounds, 6, 324 (1957) Ed RC. Elderfield. These 4-carboxy derivatives may be 
activated by conventional means, e.g. by conversion to an acyl halide or anhydride. 

10 Pyridazines may be prepared by routes analogous to those described in 

Comprehensive Heterocyclic Chemistry, Volume 3, Ed A.J. Boulton and A. McKillop 
and napthyridines may be prepared by routes analogous to those described in 
Comprehensive Heterocyclic Chemistry, Volume 2, Ed AJ. Boulton and A. McKillop. 
A 4-oxirane derivative of compounds of formula (IV) is conveniently prepared 

1 5 from the 4-caiboxyiic acid by first conversion to the acid chloride with oxalyl chloride 
and then reaction with trimethylsilyldiazomethane to give the diazoketone derivative. 
Subsequent reaction with 5M hydrochloric acid gives the chloromethylketone. Reduction 
with sodium borohydride in aqueous methanol gives the chlorohydrin which undergoes 
ring closure to afford the epoxide on treatment with base, e.g. potassium hydroxide in 

20 ethanol-tetrahydrofiiran. 

Alternatively and preferably, 4-oxirane derivatives can be prepared from 
bromomethyl ketones which can be obtained from 4-hydroxy compounds by other routes 
well known to those skilled in the art For example, hydroxy compounds can be converted 
to the corresponding 4-trifluoromethanesulphonates by reaction with 

25 trifluoromethanesulphonic anhydride under standard conditions (see K. Ritter, Synthesis, 
1993, 735). Conversion into the corresponding butyioxyvinyl ethers can be achieved by a 
Heck reaction with butyl vinyl ether undo: palladium catalysis according to the procedure 
of W. Cabri et al J. Org. Chem, 1992, 57 (5), 1481. (Alternatively, the same 
intermediates can be attained by Stille coupling of the trifhioromethanesulphonates or the 

30 analaogous chloro derivatives with (1 -ethoxyvinyI)tributyl tin, T. R. Kelly, J. Org. Chem., 
1996, 61, 4623.) The alkyloxyvinyl ethers are then converted into the corresponding 
bromomethyiketones by treatment with N^romosuccinimide in aqueous tetrahydrofuran 
in a similar manner to the procedures of J. F. W. Keana, J. Org. Chem., 1983, 48, 3621 
and T. R. Kelly, J. Org. Chem., 1996, 61, 4623. 

35 The 4-hydroxyderivatives can be prepared from an aminoaromatic by reaction 

with methylpropiolate and subsequent cyclisation, analogous to the method described in 
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N. E. Hemdel etal, J. Het Chem., 1969, 6, 77. For example, 5-amino-2-methoxy pyridine 
can be converted to 4-hydroxy-6-methoxy-[ 1 ,5]naphthyridine using this method 

If a chiral reducing agent such as (+) or (->B-<Morodiisopinocainphenylborane 
[DIP-chloricIe r ) is substituted for sodium borohydride, the prochiral chloromethyflcetone 

5 is converted into the chiral chlorohydrin with ee values generally 85-95% [see C. Bohn et 
al t Chem. Ber. 125. 1169-1190, (1992)1. Recrystallisation of the chiral epoxide gives 
material in the mother liquor with enhanced optical purity (typically ee 95%). 

The (K>epoxide, when reacted with a piperidine derivative gives ethanolamine 
compounds as single diastereomers with (ft)-stereochemistry at the benzyiic position. 

10 Alternatively, the epoxide may be prepared from the 4-caiboxaldehyde by a Wittig 

approach using trimethylsulfonium iodide [see G.A- Epling and K-Y Lin, /. Het. Chem.> 
1987, 24, 853-857], or by epoxidation of a 4-vinyl derivative. 

4-Hydroxy-l ,5-naphthyridines can be prepared fiom 3-aminopyridine derivatives 
by reaction with diethyl ethoxymethyiene malonate to produce die 4-hydroxy-3- 

15 carboxylic arid ester derivative with subsequent hydrolysis to the arid, followed by 
thermal decarboxylation in quinoline (as for example described for 4-Hydroxy- 
[ 1 ,5]naphdiyridine~3-caiboxylic arid, J. T. Adams et a/., JAmer.Chem.Soc, 1946, 68, 
13 17). A 4-hydroxy-[l,5]naphthyridine can be converted to the 4-chloro derivative by 
heating in phosphorus oxychloride, or to the 4-methanesulphonyloxy or 4- 

20 trifluoiomethanesulphonyloxy derivative by reaction with methanesulphonyi chloride or 
trifhioiomethanesulphonic anhydride, respectively, in the presence of an organic base. A 
4-amino 1,5-naphthyridine can be obtained from the 4-chloro derivative by reaction with 
n-propyiamine in pyridine. 

Similarly, 6-methoxy-l,5-naphthyridine derivatives can be prepared from 3- 

25 amino-6-methoxypyridine. 

1 ^-Naphthyridines may be prepared by other methods well known to those skilled 
in the art (for examples see PA. Lowe in "Comprehensive Heterocyclic Chemistry" 
Volume 2, p58 1-627, Ed AJL Katritzky and C.W. Rees, Pergamon Press, Oxford, 1984). 
The 4-hydroxy and 4-amino-cinnolines may be prepared following methods well 

30 known to those skilled in the art [see A.R. Osborn and K. Schofield, J. Chem. Soa 2100 
(1 955)]. For example, a 2-aminoacetopheneone is diazotised with sodium nitrite and acid 
to produce the 4-hydroxycinnoline with conversion to chloro and amino derivatives as 
described for 1,5-naphthyridines. 

For compounds of formula (V), suitable amines may be prepared from the 

35 corresponding 4-substituted piperidine arid or alcohol. In a first instance, an N-protected 
piperidine containing an acid bearing substituent, can undergo a Curtius rearrangement 
and die intermediate isocyanate can be convated to a carbamate by reaction with an 
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alcohol Conversion to the amine may be achieved by standard methods well known to 
those skilled in the art used for amine protecting group removal. For example, an acid 
substituted N-protected piperidine can undergo a Curtius rearrangement e.g. on treatment 
with diphenylphosphoryi azide and heating, and the intermediate isocyanate reacts in the 
5 presence of 2-trimethylsilylethanol to give the trimethylsilylethylcaib amate (T.L. Cap son 
& CD. PouKer, Tetrahedron Lett., 1984, 25, 3515). This undergoes cleavage on 
treatment with teti^utyiammonium fluoride to give the famine substituted N-protected 
piperidine. 

In a second instance, an N-protected piperidine containing an alcohol bearing 

10 substituent undergoes a Mitsunobu reaction (for example as reviewed in Mitsunobu, 
Synthesis, (1981), 1), for example with succimmide in the presence of diethyl 
azodicarboxylate and triphenylphosphine to give the phthalimidoethylpiperidme. 
Removal of the phthaloyl group, for example by treatment with methylhydrazine, gives 
the amine of formula (V). 

15 R 5 CH2-halides, acyi derivative R 5 COW and R 5 SC>2W or aldehydes R 5 CHO are 

commercially available or are prepared conventionally. The aldehydes may be prepared 
by partial reduction of the R 5 -ester with lithium aluminium hydride or di- 
isobuiyialuminium hydride or more preferably by reduction to the alcohol, with lithium 
aluminium hydride or sodium borohydride, followed by oxidation to the aldehyde with 

20 manganese (II) dioxide. The aldehydes may also be prepared from carboxylic acids in two 
stages by conversion to a mixed anhydride for example by reaction with isobutyl 
chloroformate followed by reduction with sodium borohydride (R. J. Alabaster et al., 
Synthesis, 598, 1989) to give the hydroxymethyl substituted heteroaromatic or aromatic, 
and then oxidation with a standard oxidising agent such as pyridinium dichromate or 

25 manganese Ql) dioxide. Acyl derivative R 5 COW may be prepared by activation of the 
R 5 -aci<L R 5 CH2-halides such as bromides may be prepared from the alcohol R 5 CH20H 
by reaction with phosphorus tribromide in DCM/triethylamine. Ahematively the aldehyde 
R 5 CHO and sulphonic acid derivative R 5 S02W may be generated by treatment of die 
R^H heterocycle with suitable reagents. For example by formylation with hexamine in 

30 either trifhioroacetic acid or methanesulfonic acid, in a modified Duff procedure [O. L 
Petrov et al. Collect Czech. Chem. Common. 62, 494-497 (1997)]. Reaction of aR 5 H 
heterocycle with chlorosulphonic acid gives fee sulphonic acid derivative (by methods 
analogous to Techer eL al 9 CHHebd. Seances Acad. Sci. Ser.C\ 270, 1601, 1970).. 

R5 heterocycles are commercially available or may be prepared by conventional 

35 methods. 

The amines R 2< R 4t NH are available commercially or prepared conventionally For 
example amines R^CH2NH2 may be prepared from a bromomethyl derivative by reaction 
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with sodium azide in dimefeyiformamide (DMF), followed by hydrogenation of the 
azidomethyl derivative over palladium-carton. An alternative method is to use potassium 
phthalimide/DMF to give the phthalimidomethyi derivative, followed by reaction with 
hydrazine in DCM to liberate the primary amine. 
5 Conversions of R la ', R 1 ', R 2 ', R 3 ' and R 4 ' may be carried out on the intermediates 

of formulae (IV), and (V) prior to their reaction to produce compounds of formula (I) in 
the same way as described above for conversions after their reaction. 

Further details for the preparation of compounds of formula (I) are found in the 
examples. 

10 The compounds of formula CD may be prepared singly or as compound libraries 

comprising at least 2, for example 5 to 1,000 compounds, and more preferably 10 to 100 
compounds of formula (I). Libraries of compounds of formula (I) may be prepared by a 
combinatorial "split and mix" approach or by multiple parallel synthesis using either 
solution phase or solid phase chemistry, by procedures known to those skilled in die art 
1 5 Thus according to a further aspect of the invention there is provided a compound 

library comprising at least 2 compounds of formula (I) or pharmaceutically acceptable 
derivatives thereof. 

Novel intermediates of formulae (IV) and (V) are also part of this invention. 
The antibacterial compounds according to the invention may be formulated for 
20 administration in any convenient way for use in human or veterinary medicine, by analogy 
with other antibacterials. 

The pharmaceutical compositions of the invention include those in a form adapted 
for oral, topical or parenteral use and may be used for the treatment of bacterial infection 
in mammals including humans. 
25 The composition may be formulated for administration by any route. The 

compositions may be in die form of tablets, capsules, powders, granules, lozenges, creams 
or liquid preparations, such as oral or sterile parenteral solutions or suspensions. 

The topical formulations ofthe present invention may be presented as, for 
instance, ointments, creams or lotions, eye ointments and eye or ear drops, impregnated 
30 dressings and aerosols, and may contain appropriate conventional additives such as 

preservatives, solvents to assist drug penetration and emollients in ointments and creams. 

The formulations may also contain compatible conventional carriers, such as 
cream or ointment bases and ethanol or oleyl alcohol for lotions. Such carriers may be 
present as from about 1% up to about 98% of the formulation. More usually they will 
35 form up to about 80% of the formulation. 

Tablets and capsules for oral administration may be in unit dose presentation 
form, and may contain conventional excipients such as binding agents, for example syrup, 
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acacia, gelatin, sorbitol, tragacanth, or polyvinylpyrrolidone; fillers, for example lactose, 
sugar, maize-starch, calcium phosphate, sorbitol or glycine; tabletting lubricants, for 
example magnesium stearate, talc, polyethylene glycol or silica; disintegrants, for 
example potato starch; or acceptable wetting agents such as sodium lauryi sulphate. The 

5 tablets may be coated according to methods well known in normal pharmaceutical 
practice. Oral liquid preparations maybe in the form o£ for example, aqueous or oily 
suspensions, solutions, emulsions, syrups or elixirs, or may be presented as a dry product 
for reconstitution with water or other suitable vehicle before use. Such liquid 
preparations may contain conventional additives, such as suspending agents, for example 

10 sorbitol, methyl cellulose, glucose syrup, gelatin, hydroxyethyl cellulose, carboxymethyl 
cellulose, aluminium stearate gel or hydrogenated edible fats, emulsifying agents, for 
example lecithin, soibitan monooleate, or acacia; non-aqueous vehicles (which may 
include edible oils), for example almond oil, oily esters such as glycerine, propylene 
glycol, or ethyl alcohol; preservatives, for example methyl or propyl />-hydroxybenzoate 

15 or sorbic acid, and, if desired, conventional flavouring or colouring agents. 

Suppositories will contain conventional suppository bases, e.g. cocoa-butter or 
other glyceride. 

For parenteral administration, fluid unit dosage forms are prepared utilizing die 
compound and a sterile vehicle, water being preferred The compound, depending on the 

20 vehicle and concentration used, can be either suspended or dissolved in the vehicle. In 
preparing solutions die compound can be dissolved in water for injection and filter 
sterilised before filling into a suitable vial or ampoule and sealing. 

Advantageously, agents such as a local anaesthetic, preservative and buffering 
agents can be dissolved in the vehicle. To enhance the stability, the composition can be 

25 frozen after filling into the vial and the water removed under vacuum. The dry 
lyophihzed powder is thai sealed in the vial and an accompanying vial of water for 
injection may be supplied to reconstitute die liquid prior to use. Parenteral suspensions 
are prepared in substantially the same manner except that the compound is suspended in 
the vehicle instead of being dissolved and sterilization cannot be accomplished by 

30 filtration. The compound can be sterilised by exposure to ethylene oxide before 
suspending in the sterile vehicle. Advantageously, a surfactant or wetting agent is 
included in die composition to facilitate uniform distribution of the compound. 

The compositions may contain from 0.1% by weight, preferably from 10-60% by 
weight, of die active material, depending on the method of administration. Where the 

35 compositions comprise dosage units, each unit will preferably contain from 50-500 mg of 
the active ingredient The dosage as employed for adult human treatment will preferably 
range from 100 to 3000 mg per day, for instance 1500 mg per day depending on the route 
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and frequency of administration- Such a dosage corresponds to 1 3 to 50 mg/kg per day. 
Suitably the dosage is from 5 to 20 mg/kg per day. 

No toxicological effects are indicated when a compound of formula (I) or a 
pharmaceutically acceptable derivative thereof is administered in the above-mentioned 
5 dosage range. 

The compound of formula 0) may be the sole therapeutic agent in the 
compositions of the invention or a combination with other antibacterials. If the other 
antibacterial is a [^lactam then a ^lactamase inhibitor may also be employed. 

Compounds of formula (I) are active against a wide range of organisms including 
10 both Gram-negative and Gram-positive organisms. 

All publications, including but not Kmhed to p atents and patent applications, cited in 
this specification are herein incorporated by reference as if each individual publication were 
specifically and individually indicated to be incorporated by reference herein as though fully 
set forth. 

15 The following examples illustrate die preparation of certain compounds of 

formula (I) and the activity of certain compounds of formula (I) against various bacterial 
organisms. 
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EXAMPLES 

Example 1 (R}-2-{4-KlH-IndoK2-^^ 
methoxyquinolin-4-yI)~ethanol, dioxalate. 




(a) 6-Me1hoxyquiiK)line-4-carb^ acid 

The title compound was prepared by modification of the procedure described by 
Wl Doering and JD. Chanley, J. Amer. Chenu Soc, 1946, 68, 586. A mixture of 
quinone (derived from quinine by reaction with potassium terf-butoxide and 

10 benzophenone in toluene) (225g, 0.70 mol), tert-butanol (1 litre) and water (10 ml) was 
treated with potassium tot-butoxide (170g, 1.5 mol). The mixture was stirred at 30°C, 
while air was bubbled through for 3 days. The mixture was diluted with diethyl ether and 
water and the layers separated. The aqueous phase was extracted with ethyl acetate. The 
combined diethyl ether and ethyl acetate extracts were dried over magnesium sulfate and 

15 evaporated to give recovered starting material (approximately lOOg). The aqueous phase 
was acidified to pH5 with 5M hydrochloric acid. The precipitate was collected by 
filtration, washed with water and methanol, then dried to give 6-methoxyquinoline-4- 
caiboxyiic acid as a yellow solid (64.6g, 46% ). 

SH (d-6 DMSO) 6.23-5.95 (1H, m), 5.34-5.06 (2H, m), 3.37-2.92 (5H, m), 2.70 (1H, m), 
20 2.38-2.15 (3H, m), 154-132 (2H, m) 

(b) P]-2^6-MethoxyquinoliiH-yl)oxirane 

A solution of 6-methoxyquinoline-4-caiboxyiic acid (lOg) in dichloromethane 
was heated under reflux with oxalyl chloride (5ml) and dhnethylformamide (2 drops) for 
1 hour and evaporated to dryness. The residue, in dichloromethane (100ml) was treated 

25 with a 2M solution of trimethylsilyidiazomethane in hexane (50ml) and stirred at room 
temperature for 18 hours. 5M Hydrochloric acid (150ml) was added and the solution was 
stirred at room temperature for 3 hours. It was basified with sodium carbonate solution, 
extracted with ethyl acetate and chromatographed on silica gel eluting with ethyl acetate- 
hexane to give the cUoromethyl ketone (4.2g). A batch of the chloromethyi ketone (20g) 

30 was reduced with (+)-B-chlarodiisopinocamphen>iborane (40g) in dichloromethane 

(400ml) at room temperature for 1 8 hours followed by treatment with diethanolamine (30 
g) for 3 hours. The product was chromatographed on silica gel eluting with ethyl acetate- 
hexane to give the chloroalcohol (16.8g), which was dissolved in tetrahydrofuran (100 
ml) and reacted with sodium hydroxide (2.6g) in water (13ml) for 1 .5 hours. The reaction 
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mixture was evaporated to dryness and chromatographed on silica gel ehiting with ethyl 
acetate - hexane to give the title compound as a solid (10.4 g) (84% ee by chiral HPLQ. 
Recrystallisation from ether-pentane gave mother-liquor (7.0 g) (90% ee). 
MS (+ve ion dectrospray) m/z 202 (MH+) 
5 The absolute stereochemistry was defined to be (R) by an NMR study on the Mosho^s 
esters derived from die product obtained by reaction with 1-t-butyipiperazine. 

(c) 4-^-Butoxyrarbcmylamino-l -[2-(R>hydroxy-2-(6-methoxyquinolin-4- 
yl)]ethyipiperidine. 

To a stirred solution of [R]-2-(6-methoxyquinolin-4-yl)oxirane (Example lb) 
10 (8.07& 40.3 mmol) and lithium perchlorate (4.44g, 403 mmol) in anhydrous N,N- 
dimethyifonnamide (lOOmL) was added 4-/ert-butoxycarbonylaminopiperidine 
hydrochloride (1 l.Og, 45.7 mmol) and potassium carbonate (6.72g, 48,4 mmol). The 
mixture was heated at 90°C for 26h, then cooled, filtered and evaporated. The residue was 
dissolved in ethyl acetate, washed with water, dried and evaporated. The crude product 
1 5 was chromatographed on silica gel eluted with 2-5% methanol/ dichloromethane to give a 
gum(ll.llg). 

MS (+ve ion electrospray) m/z 402 (MH+). 

(d) 4-Amino-l-[2-(R)-hydroxy-2K6-methoxyqu^^ 

The tert-butoxycarbonylamino compound (lc) (ll.llg, 27.7 mmol) was dissolved 
20 in dichloromethane (30mL), cooled in ice and treated with trifluoroacetic acid (30mL). 
The solution was stirred at room temperature for l.Sh, then evaporated in vacuo. After 
addition of toluene (50mL) and re-evaporation, the residue was treated with a 4M solution 
of hydrogen chloride in 1,4-dioxan (30mL). The resulting solid was triturated, filtered off 
and washed with ether. This was then recrystalHsed by dissolving in hot methanol, 
25 concentrating die solution and diluting with dichloromethane, to give die trihydrochloride 
salt (9.4g). This was dissolved in water, basified to pH9 and evaporated to dryness. The 
residue was extracted several times with 10% methanol/ dichloromethane (total 600mL). 
The extracts were filtered and evaporated to give die free base as a semi-solid foam 
(6.45g). 

30 MS (+ve ion electrospray) m/z 302 (MH+). 

(e) Title compound 

A solution of amine (Id) (50 mg, 0.17 mmol) in dichloromethane (1 ml) was 
treated with 1H indole-2-carboxaldehyde (0.17 mmol) and sodium triacetoxyborohydride 
(37 mg, 0.18 mmol). After 16hthe reaction mixture was diluted with methanol (1 ml) 
35 and sodium borohydride added (70 mg). After 0.5 h the mixture was partitioned between 
dichloromethane and saturated aqueous sodium bicarbonate solution. The 
dichloromethane extract was dried and evaporated. The residue was chromatographed on 
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silica eluting with a methanol/dichloromcthane gradient affording the title compound as 
an oil (24 mg, 33%). A solution of this material in deuterochloxoform (2 ml) was treated 
with a solution of oxalic acid (15 mg) in ether (10 ml). The resulting precipitate was 
centri fuged, then washed by resuspending in ether and centrifoging again. Drying in 
5 vacuo afforded the title compound as the dioxalate salt(30 mg). 

5H (d645MSO-oxalate salt): 155 (2H, m), 2.25 (2H, m), 2.95 (2H, m), 3.10-3.30 (3H, 
m), 3.65 (2H, m), 3.95 (3H, s), 4.40 (2H, s), 5.80 (1H, dd), 7.45 (2H, m), 7.65 (2H, m), 
7.80 (1H, tX 7.95-8.10 (1H, t), 8.50 (1H, s), 8.80 (1H, d), 9.05 (1H, s) 
MS (+ve ion electrospray) m/z 431 (MH+). 

10 

Example 2 (R>-2^4-[(QiilnoliiH2-^^ 
methoxyquinolin-4-yI)-ethanoI, dioxalate 




15 This was prepared from amine (Id) and qumoline-2-carboxaIdehyde by the same 

procedure as Example (le) affording the title compound as an oil (26 mg, 35%). This was 
converted to the dioxalate ( 25 mg) in the same way as for Examplel. 
8H (CDCI3 - free base): 8.78 (1H, d), 8.10 (3H, m), 7.80 (1H, d), 7.60 (1H, t), 7.55 (1H, 
d), 7.50 (1H, d), 7.45 (1H, d), 7.35 (1H, dd), 7.15 (1H, d), 5.45 (1H, dd), 4.15 (2H, s), 

20 3.90 (3H, s), 330 (1H, m), 2.85 (2H, m\ 2.70 (1H, m% 2.45 (2H, m), 2.25 (1H, m), 2.05 
(2H,m), L60(2H,m). 
MS (+ve ion electrospray) m/z 443 (MH+). 

Example 3 (R>-2«{4-[(Beiizofbran^ 
25 methoxyquinoKn-4-yl>ethanol, dioxalate 




This was prep ar ed from amine (Id) and benzofuran-2-carboxaldehyde by the same 
procedure as Example (le) affording the title compound as an oil (25 mg, 34%). This was 
converted to the dioxalate (32 mg) in die same way as for Examplel. 
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5H (d6-DMSO - dioxalate salt): 1.95 (2H, m), 225 (2H, m), 2.95 (2H, m), 3.10-3 JO (3H, 
m), 3.65 (2H, m), 3.95 (3H, s), 4.35 (2H, s), 5.80 (1H, dd), 7.05 (1H, s), 7.25-7.40 (2H, 
m), 7.45-7.50 (2H, m), 7 .55-7.70 (3H, m), 7.95 (1H, d), 8.75 (lH,d) 
MS (+ve ion electrospray) m/z 432 (MH+). 

Example 4 (R)-2^4-I(Qutoolm-3-ylmethyI)-aiiimol-piperidiiH 

methoxyquinolin-4-yI)-ethanol, dioxalate 

HO 




This was prepared from amine (Id) and quinolme-3-carboxaldehyde by the same 
10 procedure as Example (le) affording the title compound as an oil (26 mg, 35%). This was 
converted to the dioxalate (30 mg) in the same way as for Examplel. 
5H (d6-DMSO - dioxalate salt): 1.95 (2H, m), 225 (2H, m), 2.95 (2H, m), 3.10-3.30 (3H, 
m), 3.65 (2H, m), 3.95 (3H, s), 4.40 (2H, s), 5.80 (1H, dd), 7.45 (2H, m), 7.65 (2H, m), 
7.80 (1H, t), 7^5-8.10 (3H, m), 8.50 (1H, s), 8.80 (1H, d), 9.05 (1H, s) 
15 MS (+ve ion electrospray) m/z 443 (MH+). 

Example 5 (R)-2-{4-[(3-CMoro-beiizoftiopte 
(6-meth oxyquin olin-4-yl)-eth an ol, dioxalate 



20 



25 



30 




This was prepared from amine (Id) and 3-chlorobenzothiophene-2- 
carboxaldehyde by the same procedure as Example (le) affording the title compound as 
an oil (28 mg, 34%).This was converted to the dioxalate (36 mg) in the same way as for 
Examplel. 

5H (d6-DMSO - dioxalate salt): 1.95 (2H, m), 2.25 (2H, m), 2.95 (2H, m), 3.10-3.30 (3H, 
m), 3.65 (2H, m), 3.95 (3H, s), 4.35 (2H, s), 5.85 (1H, dd), 7.30 (4H, m), 7.65 (1H, d), 
7.80 (1H, d), 8.00 (1H, d), 8.05 (1H, dd), 8.78 (1H, d). 
MS (+ve ion electrospray) m/z 482, 484 (MH+). 

Example 6 (R)-2-{4-[(Benzofnran-2-ylmemyl>animo]-4-hydroxymemyl-piperidln 
yl}-l-(6-memoxyqumolin-4-yl)-emanol, dioxalate 
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(a) Allyl 44>enzyioxycarbonylaminopiperidin^^ 

4-Amino-l -ter^butoxycarbonylpi^^ acid (18.0g) was 

5 dissolved in 0.03M aqueous sodium hydroxide (750 mL), and 1^-dimethoxyethane 
(lOQmL). The pH was agisted to 9.5 with dilute hydrochloric acid, and the suspension 
was added to an ice-cold solution ofN-<b«i2yloxycaibonjdoxy)succinimide (28.8g) in 
l£-«iimethoxyethane (100 mL). The pH was kept at 9.5 by addition of aq. sodium 
hydroxide, and the mixture was stirred at room temperature. More N- 

10 (benzyioxycaibonyloxy)succinimide (3g) was added after 7h, then stirring continued 

overnight After evaporation to remove the 1 ,2-dimethoxyethane, the aqueus residue was 
extracted with ether then acidified to pH4 and extracted with ethyl acetate. This extract 
was washed with dilute hydrochloric acid, water and brine, dried and evaporated 
Trituration of the oily residue gave 4-benzyloxycaiboiiyIamino-l -tert- 

15 butoxycaibonylpiperidme-4^ acid (23g). This acid (9.62g) was esterified by 

treatment with allyl bromide (2.2mL), potassium carbonate (7.04g) and potassium iodide 
(catalytic) in acetone (lOOmL) under reflux for 20h. Evaporation , partitioning of the 
residue between dichloromethane and water and evaporation of the organic phase gave 
die allyl ester (10.2g). This was then treated with trifluoroacetic acid in dichloromethane 

20 (1 .5h, room temp.) to give, after basification of the triflate salt and extraction with 
dicMoromethane/methanol, the piperidine free base (6.58g). 
MS (+ve ion electrospray) m/z 3 19 (MH+) 

(b) 4-Benzyloxycarbonylamm^ 
piperidine-4-carboxyiic acid, allyl ester 

25 A solution of piperidine (6a) (1.85g, 5.8 mmol) and epoxide (lb) (1.2g, 5.8 mmol) 

in acetonitrile (10 ml) was treated with lithium perchlorate (0.62g, 5.8 mmol) and stirred 
at room temperature for 20k The mixture was evaporated and the residue partitioned 
between dichloromethane and saturated aqueous sodium bicarbonate solution. The 
dichloromethane extract was dried and evaporated to give an oiL Chromatography on 

30 silica eluting with a methanol/dichloromethane gradient afforded the title compound as an 
oil(1.6g). 

MS (-Hve ion electrospray) m/z 520 (MH+). 

(c) 4-Ammo-l-[(R)-2-h^ 
acid, propyl ester 
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A solution of (6b) (1.58g) in ethanol (100 ml) was hydrogenated over 10% 
palladium on charcol (O.lg) for 16h. Filtration, evaporation, and chromatography on silica 
ehiting with a metiianol/dichloromethane gradient afforded the title compound as an oil 
(0.53g). 

5 MS (+ve ion electrospray) m/z 388 (MH+). 

(d) (R)-2<4-Amino^ydroxymeih^ 

A solution of ester (6c) (0.52 g, 1 .3 mmol) in tetrahydrofuran (8 ml) was treated at 
0°C with a solution of lithium aluminium hydride in tetrahydrofuran (1M; 1.4 ml, 1.4 
mmol). After lh aqueous sodium hydroxide (2M, 20 ml) was added and the mixture was 
10 extracted with dichloromethane (30 ml). Drying, evaporation, and chromatography on 
silica eluting with a methanol/dichloromethane gradient afforded the product as an oil 
(0.24g). 

MS (+ve ion electrospray) m/z 332 (MH+). 

(e) Title compound 

15 A solution of the amine (6d) (50 mg) and bmsofuran-2-caiboxaldehyde (22 mg) 

in dichloromethane (2 ml) was treated with sodium triacetoxyborohydride (42 mg). After 
0.5h methanol (1 ml) was added Mowed by sodium borohydride (20 mg). The mixture 
was partitioned between dichloromethane and saturated aqueous sodium bicarbonate 
solution. The dichloromethane extract was dried and evaporated to give an oil. 

20 Chromatography on silica eluting with a methanol/dichloromethane gradient afforded the 
title compound as an oil (55 mg).This was converted to the dioxalate salt (65 mg) by the 
same procedure as for Example 1. 

5H (CDC1 3 -ftee base): 2.05 (2H, m), 2.60-2.80 (4H, m), 2.85-3.10 (2H, m), 3.50 (2H, 
s), 3.85 (2H, 2), 3.95 (3H, s\ 5.55 (1H, dd), 6.55 (1H, s), 7.15-7.30 (4H, m), 7.35-7.45 
25 (2H, m), 7.52 (1H, m), 7.65 (1H, d), 8.05 (1H, d), 8.80 (1H, d) 
MS (+ve ion electrospray) m/z 462 (MH+). 

Example 7 (R}-2^4-[(lH-Beiiziiiiidaro^ 
methoxyquinolin-4-yl)-ethflnol, dioxalate 



(a) (R>2-(l,4-Dioxa-8-aza-spiro^ 

|^].2^6-Methoxyquinolin-4-yl)oxirane (lb) (470 mg) and l,4-dioxa-8-azaspiro- 
[4,5]-decane (0.33 ml) were dissolved in dry dichloromethane (5 ml) and ytterbium 



30 
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triflate (30 mol%) was added. The mixture was stirred for 6 hours, filtered through celite, 
evaporated and chromatograpbed on silica gel (dichloromethane then methanol- 
dichloromethane) to afford the title compound (690 mg). 
MS (4ve ion electrospray) m/z 345 (MH+). 

5 (b) H(R)-2-Hydroxy-2^6^e^oxy-^uinolm 

The acetal (7a) was cleaved by treatment with 5M hydrochloric acid (1 0 ml) in 
acetone (20 ml) at 60 °C overnight The mixture was basified with sodium bicarbonate 
solution and concentrated. Extraction into dichloromethane, evaporation and 
chromatography on silica gel (dichloromethane then methanol-dichloromethane) gave a 

10 yellow gum (482 mg) which solidified on standing. Recrystallisation from boiling ethyl 
acetate/hexane afforded the product as a pale yellow solid (220 mg), which by chiral hplc 
was shown to have an enantiomeric excess of >98%. 
(c) Title compound 

A mixture of the ketone (7b) (O.lg), 2-aminomethyIbenzimidazole 

15 dihydrochloride salt (73 mg), diisopropylethyiamine (45 mg), and 3A molecular sieves 
(O.lg) in methanol (3 ml) was treated with sodium triacetoxyborohydride (0.18 g) and 
stirred for 16h. . The mixture was filtered and evaporated. The residue was partitioned 
between dichloromethane and saturated aqueous sodium bicarbonate solution. The 
dichloromethane extract was dried and evaporated to give an oil. Chromatography on 

20 silica ehiting with a methanol/dichloromethane gradient afforded the title compound as an 
oil (55 mg). This was converted to the dioxalate salt (70 mg) by the same procedure as for 
Example 1. 

5H (CDC1 3 - fiee base) :1J0 (2H, m), 2.00 (2H, m), 2.1-2.6 (4H, m), 2.80 (2H, m), 3.25 
(1H, m), 3.90 (3H, s), 4.20 (2H, s), 5.40 (1H, dd), 7.15.(1H, d), 7.25 (2H, m), 7 35 (1H, 
25 dd), 7.60 (3H, m), 8.05 (1H, d), 8.80 (lH,d) 
MS C+ve ion electrospray) m/z 432 (MH+). 

Example 8 3-({l-[(R)-Z-Hydroxy-2-(6Hm^ 
ylamino}-methyI>chromen-4-one, dioxalate 

30 




This compound (43 mg)was prepared from amine (Id) 4-oxo-4H-chromene-3- 
carboxaldehyde by the same procedure as for Example (le). 
MS (+ve ion electrospray) m/z 460 (MH+). 
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Example 9 (R)-2-{4-[(5-Broiiio-l H-indoI-2-yhnethyl)-aininol-piperidln-l-yI}-l-(6- 
methoxy-quinolin-4-yl>-€thaiiol, dioxalate 




5 This compound (14 mg) was prepared from amine (Id) and 5-bromo-lH-indole-2~ 

carboxaldehyde by the same procedure as for Example (1 e) 
MS (+ve ion electrospray) m/z 509 (MH+). 

Example 10 (R)-lK6-Methoxy^uinolin-4-yl)-2^4-[(l-methyl-l H -benzimidazol-2- 
10 ylmethyI)-amino]-piperidiBhl-yl}-ethanol, dioxalate 




This compound (43mg)was prepared from amine (Id) and 1-methyl-lH- 
benzimidazole-2-carboxaldehyde by the same procedure as for Example (le) 
15 MS (+ve ion electrospray) m/z 446 (MH+). 

Example 11 (R>2-{4-[(6-Methoxy4>enzothi^ 
l-(6-methoxy-quinolin-4-yi)-ettxanol, dioxalate 




20 °^ CHj 

This compound (43mg) was prepared from amine (Id) and 6-methoxy- 
benzothiazole-2-carboxaldehyde by the same procedure as for Example (1 e). 
MS (+ve ion electrospray) m/z 479 (MH+). 

25 Example 12 (R)-2^4-I(4,6-Difta^^ 

l-yl}-l-(6-mettioxyquinolin-4-yl)-ethanol, dioxalate 
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F 



(a) (4,6-Difhi0io-lH4)CT 

A mixture of glycine (2.0g) and 3,5-difluoro-benzene- 1 ,2-diamine in 5M 
hydrochloric acid (5mL) was heated under reflux for 1 8 hours and evaporated Sodium 
5 carbonate solution was added to pH 10 and the solution was extracted with 

dichloromethane. The aqueous fraction was evaporated to dryness and the residue was 
extracted with 5% methanol in chloroform, dried and evaporated to give a foam (0.6g). 
MS (+ve ion electrospray) m/z 184 (MH+). 

(b) Title compound 

10 This was prepared from the amine (12a) (52mg) and ketone (7b) (0.085g), by the 

method of Example (7c) to afforded the title compound as an oil (63 mg). 
MS (+ve ion electrospray) m/z 468 (MH+). 

lH NMR (CDC1 3 ) 8:1.50 (2H, m), 2.00 (2H, m), 2.1-2.6 (4H, m), 2.80 (2H, m), 3.25 (1H, 
m), 3.90 (3H, s), 4.20 (2H, s), 5.40 (1H, dd), 6.75 (1H, brt), 7.05 (1H, br d), 7.15 (1H, d), 
15 7.25, 7.35 (1H, dd), 7.60 (1H, d), 8.05 (1H, d), 8.80 (lH,d) 

This was converted to the dioxalate salt (78 mg) by the same procedure as for Example 1. 

The following compounds (13-15) were prepared by the method of Example 12 

20 Example 13 (R>2^4-l(4^Difluoro-lH4>eM 

l- y l}-l-(6-methoxyquinolin-4-yl)«ethaDol, dioxalate MS (+ve ion electrospray) m/z 468 
(MH+). 

Example 14 (R>-2^4-[(5,6-Difluoi^lH^^ 
25 l-yl}-l-(6-m^hoxyquinolIn-4-yI)-ethanol, dioxalate MS (+ve ion electrospray) m/z 468 
(MH+). 

Example 15 (R>24H(^Ftaoro-lH^^^ 

ylH-(6-niethoxyquinolto-4-yl)-ethanol, dioxalate MS (+ve ion electrospray) m/z 450 
30 (MH+). 

Example 16 (R>2^4-[(4,6-Dffluo^ 
(6-methoxy-quinolin-4-y!)-ethanoI, dioxalate 
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(a) Methyl 2 > 4^flucnx>KX-a2ddocmnamate 

To a solution of 2,4-difluorobenzaldehyde (1 .0g) and ethyl azidoacetate (3.6g) in 
methanol (25ml) at -5to-10°C was added a 25% solution of sodium methoxide in 
5 methanol (6.0ml) over 10 mm The mixture was stirred for 2h at this temperature, then 
overnight at room temperature. Ether and ammonium chloride (sat aqueous) ware added 
and the phases were separated. The organic phase was washed with ammonium chloride, 
dried and evaporated to give the azidoester (1 .43 g). 

(b) Methyl 4,6-difliioroindole-2-<^iboxylate. 

1 0 The aadocinnamate (1 6a) (1 .43g) was heated in toluene under reflux for 3h. The 

toluene was evaporated and die residue was chromatographed on silica (1:1 
petrol/dichloromethane) to give the indole ester (0.1 6g). 
MS (+ve ion electrospray) m/z 212 (MH+). 

(c) 4,6-Difluoroindole-2-<^rboxaldehyde. 

15 The ester (16b) (0.15g) in THF (2ml) was treated dropwise with lithium 

aluminium hydride (1M in THF, 0.71ml) at 0 ^C. After 1 .5h, additional lithium 
al uminium hydride (0.1ml) was added. After 0. 5h the mixture was treated with 8 % 
sodium hydroxide, ethyl acetate and sodium sulphate, filtered and evaporated The 
resulting crude alcohol was dissolved in dichloromethane (3ml) and stirred with 

20 manganese (IT) oxide for 6h. Filtration and evaporation of solvent gave the aldehyde 
(90mg). 

MS (+ve ion electrospray) m/z 182 (MH+). 

(d) Title compound 

The aldehyde (16c) (30mg) and the amine (Id) (50mg) were stirred in 1:1 
25 dichloromethane/methanol (4ml) ova: 3A molecular sieves at room temperature 

overnight Sodium borohydride (lOmg) was added and the mixture was stirred fin: 8h. The 
mixture was diluted with dichloromethane, water was added and the phases were 
separated. The organic phase was washed with water, dried and evaporated. 
Chromatography on silica (5-10% methanol/dichloromethane) gave the title compound as 
30 the free base (50mg). 

] H NMR (CDC1 3 ) 5: 1.52(m), 1.99(broad t), 2.20(t), 2.38(t), 2.45-2.65(m), 2.83(dd), 
3.28(broad d), 3.92(s), 4.00(s), 5.43(dd), 6.38(s), 6.49(td), 6.87(d), 7.18(d), 738(dd), 
7.65(d), 8.04(d), 8.77(d), 8.98(broad). 
MS (+ve ion electrospray) m/z 467 (MH+). 
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A solution of flie free base in chloroform was treated with 2 molar equivalents of oxalic 
acid (0.1 M solution in ether). The resulting precipitate was washed with ether and dried 
to give die dioxalate salt 

5 Example 17 (R)-l-(6-Meftoxy-quinolin^-y0 -2-{4-[(lH-pyrrolo[2^-blpyridine-2- 



(a) 7-Azaindole-2-carboxylic acid. 

A solution of 7-azaindole (2.0g) in THF (3 0ml) was cooled to -70 °C and n-butyi 
10 lithium (1.6M in hexanes, 11.1ml) was added dropwise. After 05h at -70 °C, carbon 
dioxide was bubbled through for 10 min, followed by 10 mih stirring. The mixture was 
allowed to warm to 0 °C and the mixture was evaporated under vacuum to approximately 
half-volume. Fresh THF (1 5ml) was added, the mixture was cooled to -70 °C and t-butyl 
lithium (1.7M in pentane, 10.5ml) was added dropwise. After stirring for lh at -70 °C, 
15 carbon dioxide was bubbled through for 10 min followed by stirring for 30 min. Water 
(1 .2ml) was added and the mixture was allowed to warm to room temperature before 
pouring into saturated ammonium chloride. The aqueous solution was washed with ether, 
filtered and acidified to pH3.5. The white precipitate was collected and dried to give the 
acid(238g). 
20 MS (+ve ion electrospray) m/z 163 (MH+). 

(b) Methyl 7-azaindole-2-caiboxylate. 

The acid (17a) (l.Og) was partially dissolved in DMF (20ml) and methanol (2ml) 
and treated dropwise with trimethylsilyldiazomethane (2M in hexanes, 3.1ml). The 
mixture was stirred overnight then evaporated. Chromatography on silica (0-20-50-100% 
25 ethyl acetate/hexane) gave the ester (0.35g). 
MS (+ve ion electrospray) m/z 177 (MH+). 

(c) 7-Azaindole-2-caiboxaldehyde. 

This was prepared (74%) from ester (17b) by the method of Example 16c. MS 
(+ve ion electrospray) m/z 147 (MH+). 
30 (d) Title compound* 



This was prepared from aldehyde(17c) and amine (Id) by the method of Example 
16d Chromatography on silica (5% methanol/dichloromethane) gave the free base (35%). 
! HNMR (CDC1 3 ) 8: 1.51(m), 1.99(broad t), 2.18(t), 238(t), 2.50(m), 2.61(m), 2.80(dd), 
3.25(broad d), 3.91(s), 4.07(s), 5.42(dd), 6J0(s), 7.05(dd), 7.16(d), 7.35(dd), 7.63(d), 
35 7.84(d), 8.03(d), 8.28(d), 8.78(d), I0.03(broad). 
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MS (+ve ion electrospray) m/z 432 (MH+). 

The free base was converted into the dioxalate salt by the method of Example 16. 

Example 18 (R)-l-(6-Methoxy-[l^lnaphthyridm-4-yD -2-{4-Kqomoxalin-2- 
5 y lmethyI)-amino] -pipcridio-1 -yl} -eth anol, dimethanesulphonate 




(a) Quinoxaline-2-carboxaldehyde. 

This was prepared from methyl qirinoxaline-2-carboxylate by the method of 
Example 16c, and used without purification. 
10 This compound can also be prepared by oxidation of 2-methylquinoxaline with 

selenium dioxide, as described by Landquist et al J. Chem. Soc. 2052 (1956). 

(b) 4-Hydroxy-6-methoxy-[ 1 ,5]-naphthyridine 

5-Amino-2-methoxypyridine (55 g, 0.44mol) in methanol (1000ml) with methyl 
propiolate (40ml, 0.44mol) was stirred for 48 hours, then evaporated and the product 
15 purified by chromatography on silica gel (dichloromethane) followed by recrystallisation 
from (tichloromethane-hexane (44.6g, 48%). 

The unsaturated ester (10.5& 0.05mol) in warm Dowtherm A (50ml) was added over 3 
minutes to refiuxing Dowtherm A, and after a further 20 minutes at reflux the mixture 
was cooled and poured into ether. The precipate was filtered to give the tide compound • 
20 (626g,70%) 

(c) BromoiiiemyK6HDa^^ 1 ^]-^ hA >^ to -^y 1 )" ketone 

The naphmyridme (18b) (10g, 0.057mol) in dichloromethane (200ml) containing 
2,6-lutidine (9.94ml, 0.086mol) and 4-dimemylanimopyridine (0.07g, 0.0057mol) was 
cooled in ice and treated with triflucromethanesulfonic anhydride (10.5ml, 0.063mol). 
25 After stirring for 2.5 hours the mixture was washed with saturated ammonium chloride 
solution, dried, evaporated and purified on silica (dichloromethane). The triflate (13.2g, 
0.044mol) in DMF (200ml) with triethylamine (12ml, 0.086mol) butyl vinyl ether (22ml, 
0.17mol), palladium (II) acetate (0.97g, 0.0044mol) and 1^- 

bis(diphenyhihosphmo)propane (1.77g, 0.0044mol) was heated at 60°C for 3 hours then 
30 evaporated and chromatographed on silica gel (dicMoromethane) to give a yellow solid 
(10.7g,95%). This was dissolved in THF (250ml), water (40ml) and treated with N- . 
bromosuccinimide (7.4g.0.042 mol) for 1 hour, then evaporated and chromatographed on 
silica gel (dichloromethane) to give the ketone (10.42g, 98%). 

(d) (R)-2-Bromo-l -(6-methoxy-[l ,5]-naplimyridin-4-yl)ethanol 
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The ketone (1 8c) (6.6g, 0.023mol) in toluene was treated with (+)-B- 
cMoiodiisopinocamphenylborane ((+>DIP-chloride) (12g, 0.037mol) and stiired 
overnight, then diethanolamine (15g, 0.14mol) added and the mixture stiired for 3 hours, 
filtered and evaporated. Chromatography on silica gel (ethyl acetate-hexane )gave a 
5 white solid (4.73g, 73%). 

(e) (R>2^6-M^oxy-[l ^]-imphthyridin^>d)oxirane 

The alcohol (18d) (4.8g, 0.017mol) in methanol (20ml) was stirred with potassium 
carbonate (2.6g, 0.019 mol) for 1 hour, then evaporated and chromato graphed on silica 
gel (ethyl acetate-hexane-dichloromediane) to give a solid (3.14g, 92%), (91% ee by 
10 chiral HPLQ. 

MS (+ve ion electrospray) mix 203 (MH+). 

(f) (R> 1 -[2-Hydroxy-2-(6-methoxy-[ 1 ,5]n^hthyridine-4-yl)]ethjd-4-amino piperidine 

This was prepared from oxirane (18e) by the Method of Example (lc,d). 

(g) Title Compound 

15 This was prepared from the aldehyde (18a) and the amine (1 8f) by the method of 

Example 16d Oiromatography on silica (10% methanol/dichloromethane) gave the free 
base (54%). 

*H NMR (CDQa) 8: 1.61(m), 2.03(broad t), 2.22(t), 2-42(dd), 2.68(m), 2.86(bioad d), 
3.09(dd), 330(broad d), 4.03(s), 4.23(s), 5.73(dd), 7.1 1(d), 7.78(m), 8.09(m), 8.20(d), 
20 8.78(d), 8.91(s). 

MS (+ve ion electrospray) mlz 445 (MH+). 

The free base was dissolved in chloroform and treated with 2 molar equivalents of 
methanesulphonic acid (0.1M in ether) to give the dimethanesulphonate salt 

25 Example 19 2^{l-[(R>-2-Hydroxy-2^6-methoxy^uinolin^yI>^thyI]- piperidin-4- 
ylamino}-methyl>-quinoIin-»-ol, dioxalate 



Thiswas prepared from 8~hydroxyquinoline-2-carboxaldehyde and amine (Id) by 
the method of Example 16A Chromatography on silica (10-20% 



30 methanol/dichloromethane) gave the free base (53%). 

! H NMR (CDC1 3 ) 8: 1.62(m), 2.02(broad t), 2.22(t), 2.41(t), 2.52(dd), 2.69(m), 2.83(dd), 

3.28(broad d), 3.92(s), 4.16(s), 5.41(dd), 7.18(m), 731(m) 739(m), 7.48(d), 7.63(d), 

8.03(d), 8.11(d), 8.77(d) 

MS (+ve ion electrospray) m/z 459 (MH+). 
35 The free base was converted into the dioxalate salt by the method of Example 20 
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Example 20. (R>2^4-[(Benzo[WJ 
(6-meihoxy-quinoUn-4-yI)~ethanol, dioxalate 

5 (a) Benzo[l^]toadiazole-5-catboxaldehyde 

This was prepared from methyl benzo[1^3]thiadiazole-5-carboxylate (0.291g) by 
the method of Example 16c, (except that the alcohol was stirred with manganese (II) 
oxide overnight) and used without purification, 
(b) Title Compound 

1 0 This was prepared from the aldehyde (20a) and the amine (Id) by the method of 

Example 16d. Chromatography on silica (10% methanol/dichloromethane) gave the free 
base as a foam. 

l H NMR (CDCfe) 8: 1.60-1.90(m), 2.03(broad t), 2.25(t), 2.38 - 2.70(m), 2.86(broad d\ 
3.09(dd), 330(broad d), 3.95(s), 4.11(s), 5.47(dd), 7.18(d), 738(dd), 7.65(d), 7.75(d), 
15 8.09(m), 8.05(mX 8.60(s), 8.78(d). 

MS (+ve ion electrospray) m/z 450 (MH+) 

The free base was converted into the dioxalate salt (45 mg) by the method of Example 16. 

Example 21 (R>l-(6-Mettioxy-quinolm-4-yI) -2-{4-[(quinoxalin-2^ylmethji)-aminol- 
20 piperidin-l-yl}-etiianol, dioxalate 




This was prepared from aldehyde (18a) by the method of Example 16& 
Chromatography on silica (10% methanol/dichloromethane) gave the free base (38%). 
l H NMR (CDCI3) 8: 1.62(m), 2.05(broad t), 2.24(t), 2.43(t), 2J2(dd), 2.69(m), 2.85(dd), 
25 330(broad d), 3.92(s), 422(s), 5.43(dd), 7.18(dX 7.37(dd), 7.65(d), 7.78(m), 8.03(d), 
8.10(m), 8.78(d), 8.92(s). 
MS (+ve ion electrospray) m/z 444 (MH+). 

The free base was converted into the dioxalate salt by the method of Example 16. 

30 Example 22 (R>H6-Meftoxyniutaolm^ 

ylmethyl>amino]-piperidiii-l-yl}-eflianol, dioxalate 
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30 




(a) lH-Pym>lo[3,2-b]pyri^ 

This was prepared from methyl lH-pyiTolo[3>b]pyridin-2-caiboxylate (O.lg) and 
5 " amine (Id) by fee method of Example 16c, (except that the "alcohol was stirred with 
manganese (H) oxide overnight) and used without purification. 

(b) Title Compound 

This was prepared from the aldehyde (22a) and the amine (Id) by the method of 
Example 16i Chromatography on silica (10% methanoMcMoromethane) gave die free 
10 base as a foam. 

*H NMR (CDCb) 6: 1.50(m), 2.00(broad X\ 2.19(t), 238(t% 2.42- 2.68(m), 2.81(broad d), 
3 J6(broad d), 3.9Q(s), 4.09(s), 5.41(dd), 6.04(s), 7.06(m),7. 18(d), 738(dd), 7.60(m), 
7.60(m), 8.09(m), 8.05(d), 8.41(m), 8.78(d), 9.15(s).. 
MS (+ve ion electrospray) m/z 432 (MH+) 
15 The free base was converted into die dioxalate salt (69mg) by the method of Example 16. 

Example 23 2<{14(R)-2-Hydroxy-2^ 

piperidin^ylamino}-methyI>quinolin-8-ol, dimethanesulphonate 

HO* 




20 This was prepared from 8-hydroxyquinoline-2-carboxaldehyde and the amine 

(18f) by die method ofExample 16d. Chromatography on silica gel gave the free base. 
l HNMR (CDCU) 8: 1.49-1.73(m), 1.92-2.10(m), 2.1-225(m), 2.31-2.48(m), 2.60- 
2.74(m), 2.69(m), 2.78-2.81(m), 3.09(dd), 3.25-338(m), 4.02(s), 4.16(s), 5.73(dd), 7.05- 
722(m), 7.26-734(m) 736-7.48(m), 7.79(d), 8.09(d), 8.20(d), 8.77(d) 

25 MS (+ve ion electrospray) m/z 460 (MH+). 

The free base was converted into the dimethanesulphonate salt as for Example 18. 



Example 24 (R>2^4-[(4-intao^ 

dioxalat 

a 



yl}-l-.(6-methoxyquinolin-4-yl)-€thanol, dioxalate 
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(a) 3-Fluoio-benzene-l ,2-diamine 

A solution of 2-fluoio-^mtro-phenylamine [KX. Kirk and LA. Cohen /. Org. 
Chem. 34, 384-389 (1969)] (1.05g) in ethanol (50ml) was hydrogenated over 10% 
palladium on carbon (0.5g), filtered and evaporated to give a brown solid, used without 
5 purification. 

MS (+vef ion electrospray) m/z 127 (MH+). 

(b) (4-Fhion>-lH-ben2iinidazol-2-yl)-methylai^ 

A mixture of glycine (7.0g) and 3-fluoro-benzen^l ^-diamine (28a)in 5M 
hydrochloric acid (5mL) was heated under reflux for 20 hours and evaporated. Sodium 
1 0 carbonate solution was added to pH 1 0 and die solution was extracted with 

dichloromethane. The aqueous fraction was evaporated to dryness and die residue was 
extracted with 10% methanol in chloroform, dried and evaporated to give a foam (0.53g). 
MS (+ve ion electrospray) m/z 166 (MH+). 

(c) Title compound 

15 This was prepared from the amine (24b) (93.5mg) and recrystallised ketone (7b) 

(0.17g), by the method of Example (7c). Purification on silica gel (2-15% methanol- 
dichloromethane) afforded the title compound as an oil (0.102g). 
MS (+ve ion electrospray) m/z 450 (MH+). 

lH NMR (CDa 3 ) 5:1.50 (2H, m), 2.00 (2H, broad t), 2.10-2.60 (4H, m), 2.80 (2H, broad 
20 dd), 3.25 (1H, broad d), 3.90 (3H, s), 4.20 (2H, s), 5.41 (1H, dd), 6.95 (1H, m), 7.15 (2H, 
m), 7.35 (2H, m), 7.62 (1H, d), 8.05 (1H, d), 8.80 (lH,d) 
Hiis was converted to die dioxalate salt (0.13g) by the-method of Example 16. 

Example 25 (R>-2^4-[(Beiizoti^ 
25 methoxy-quinolm-4-yI>etiianol, dioxalate 

(a) 2-Chloromethyl-benzodiiazole 

This was prepared from 2-amino-benzenethiol by die method of B.C. Mylari et al 
30 [Syn. Commun. 19, 2921-4 (1989)] 

(b) Title compound 

A solution of the amine (Id) 0.2g) and 2-chloromethylbenzothiazole (25a) 
(0.122g) in dry DMF (3ml) containing diisopropylethylamine (0.2ml) and potassium 
iodide (4 crystals) was stirred at room temperature for 1 8h and evaporated to dryness. 
3 5 Sodium bicarbonate solution was added and the mixture was extracted with 
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dichloromethane, washed with water and dried over sodium sulfate. The product was 
chromatographed on silica gel (2-5% methanol-dichloromethane) to afford a foam 
(0.066g). 

MS (+ve ion electrospray) m/z 449 (MH+). 
5 l H NMR (CDCI3) 5:1.55 (2H, m), 2.05 (2H, broad t), 2.15 - 2.75 (4H, m), 2.85 (2H, 
broad dd), 3.30 (1H, broad d), 3.91 (3H, s), 4.29 (2H, s), 5.48 (1H, dd), 7.19 (1H, d), 7.40 
(3H, mX 7.65 (1H^ d\ 7.90 (1H, d), 8.00 (1H, d), 8.04 (1H, d), 8.78 (1H, d) 
This was converted to the dioxalate salt (0.09g) by the method of Example 16. 

10 Example 26 (R>2K4-{l(RHKW>^ 

amino}-piperidin-l-yIHK^toon>^meft ^ dioxalate 



(a) 8-Fluoro-6-methoxy-qijinolin-4-ol 

2-Fluoro^metiioxyi)henyiamine (3.80g, 26.7mmol) and methyl propiolate 
15 (2J7ml, 0.267mol) in methanol (100ml) was stirred for 72 hours at room temperature, 
thai heated at 50°C for 24 hours, ft was evaporated and the product purified by 
chromatography on silica gel (dichloromethane) to give a solid (1.66g), a portion of 
which was recrystallised from dichloromethane-hexane. 

The unsaturated ester (0.96g) in wann Dowtherm A (5ml) was added over 3 minutes to 
20 refluxing Dowtherm A (15ml), and after a further 20 minutes at reflux the mixture was 
cooled and poured into ether. The precipitate was filtered to give the title compound 
(0.50g,61%). 

(b) 1,1,1-Trifluonwnrfhanesulfonic acid 8-fluoro-6-methoxy-quinoKn-4-yl ester 

The quinolinol (26a) (0.48g) and dimethyiaminopyridine (0.03g) in 
25 dichloromethane (20ml) and 2,6-hitidine (0.48ml) was treated dropwise with triflic 

anhydride (0.48ml) and die mixture was stirred at room temperature for 4 hours. It was 

washed with saturated ammonium chloride, dried, evaporated, and chromatographed on 

silica gel (dichloromethane) to afford a yellow solid (0.69g). 

MS (+ve ion electrospray) m/z 326 (MH+). 
30 (c) 2-Bromo- 1 ^8-fliioro^m^oxy^umolin-4-yl)-^hanone 

The triflate (26b) (19.1g) was converted to the bromomethyl ketone (8.6g) by the 

method of Example (18c). 

MS (+ve ion electrospray) m/z 298/300 (MH+). 
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(d) 8-Fluoio^methoxy-4^)K)xiranyl^irinoline 

The bromomethyl ketone (26c) (8.6g) was converted to the oxirane (L04g) by the 
methods of Examples (18d,e). 
MS (+ve ion electrospray) m/z 220 (MH+). 
5 (e) l-[(R>2^8-Fluoio-6-methoxy^^ 

This was prepared from oxirane (26d) (1 .04g) by the Method of Example (7a,b) to 
givetheketone(l.lg)asafbam: * ......... 

MS (+ve ion electrospray) m/z 319 (MH+). 

(e) Title compound 

10 This was prepared from ketone (26e) (0.10g) and C-[(R>l-(2,3-Dihydro- 

[l,4]dioxmo[2,3-b]pyridii^ [C. Comoy et al Med Chem. Res. 6, 392- 

399 (1996)]) (0.055g) by the method of Example (7c). Purification on silica gel (2-10% 
methanol-dichloromethane) afforded the title compound as a foam (0.093 g). 
MS (+ve ion electrospray) m/z 469 (MH+). 

15 l H NMR (CDC1 3 ) 5: 1 JO (2H, m), 1.95 (2H, broad t), 2.2O-2.60 (4H, m), 2.80 (2H, broad 
dd), 2.95 (2H, m), 3.25 (1H, broad d), 3.90 (3H, s), 4.10 (1H, m), 4.28 (1H, dd), 4.45 (1H, 
m), 5.40 (1H, dd), 6.88 (1H, m), 7.00 (1H, s), 7.12 (1H, dd), 725 (1H, dd), 7.70 (1H, d), 
7.82 (lH,m), 8.80 (lH,d) 

This was converted to the dioxalate salt (0.131g) by the method of Example 16. 

20 

Example 27 l-{4-[(8-Hydroxy-qumolm^ 
methoxy-quinolin-4-yI)-ethanone, oxalate 



diethyl ether and cooled to 0°C under an argon atmosphere. To the stirred mixture was 
added sodamide as a 50% w/w slurry in toluene (0.36g, 4.57mmol). The resulting slurry 
was allowed to warm to room temperature and was stirred for 1 hour. To this was added 
diethyicarbonate (0.28ml, 2J29mmol). The reaction mixture was then stirred at reflux for 
30 10 hours after which time it was quenched with water (2ml). The mixture was partitioned 
between ethyl acetate (2x100ml) and water (20ml). The organic phases wore combined 
and dried over magnesium sulfate. The volatiles were removed under reduced pressure 




25 



(a) (6-Methoxy*-quinolin-4-yl)-acetic acid ethyl ester 

6-Methoxy-4-methyi-quinoline (0.791 g, 4.572mmol) was dissolved in anhydrous 
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and the residue subjected to purification on silica gel using an ethyl acetate-hexane 
gradient This provided the desired product as a brown oil (90mg, 7%). 
MS (APCTf ) m/z 246 (MH+). 

(b) {H2^6-Methoxy-(pinolin-4-yi^^ -carbamic acid terf-butyl 
5 ester 

The ester (27a) (90mg, 0.367mmol) was dissolved in a mixture of tetrahydrofuran 
and water (3:1, 3ml) and sodium hydroxide (44mg, l.lOmmol) was added The solution"" 
was stirred at room temperature for 10 hours and then the solvent was removed under 
reduced pressure. The residue was re-dissolved in aqueous hydrochloric acid (IN, 5ml) 

1 0 and then the solvent removed in vacuo. The residue obtained was dissolved in N, iST- 
dimethyiformamide (3ml) and to this was added CK7-azabeozotriazol-l-)i>iV;7y^ArjV r - 
tetramethyluronium hexafluorophosphate (139mg, 0.367mmol), piperidin-4-yi-carbamic 
acid tot-butyl ester (8Qmg, 0.404mmol) and dnsopropyiethyiamine (0.19ml, l.lOmmol). 
The resulting solution was stirred at room temperature for 10 hours. The solvent was thai 

IS removed under vacuum and the residue partitioned between ethyl acetate (2x1 00ml) and 
water (20ml). The organic phases were combined and dried over magnesium sulfate then 
concentrated under reduced pressure. The resultant oil was purified on silica gel using an 
ethyl acetate-hexane gradient This provided the desired compound as a white solid 
(139mg,95%). 

20 MS (APCI+) m/z 400 (MH+). 

(c) Title compound 

The amide (27b) (177mg, 0.444mmol) was dissolved in dichloromethane (2ml) 
and trifluoroacetic acid (1ml) was added. The resulting solution was stirred at room 
temper a ture for 2 hours after which time the volatiles were removed under reduced 

25 pressure. The residue was dissolved in dichloromethane and methanol (3:1, 3ml) and 4A 
molecular sieves were added (Ig). To the solution 8-hydroxy^q^oline-2-carboxaldehyde 
(77mg, 0.444mmol) was added and allowed to stir at room temperature under argon for 
10 hours. Sodium borohydride (34mg, 0.888mmol) was then added to the reaction 
mixture and stirred for a further 3 hours at room temperature. The mixture was quenched 

30 by the addition of water (2ml). The volatiles were removed in vacuo and the residue 
partitioned between ethyl acetate (2x1 00ml) and water (20ml). The organic phases were 
combined and dried over magnesium sulfate. The solvent was removed under reduced 
pressure and the residue purified on silica gel using a dichloromethane-methanol gradient 
This provided the desired compound as a colourless oil (17mg, 8%). 

35 *H NMR (CDC1 3 ) 8: 1.40-1.60 (4H, m), 1.85-2.00 (2H, m), 2.75-3.00 (2H, m), 3.16 (1H, 
m), 3.81 (1H, m), 3.97 (3H, s), 4.13 (2H, s), 4.17 (2H, s), 4.45 (1H, m), 7.19 (1H, dd), 
7.30 (2H, m), 734 (1H, d), 7.52 (2H, m), 7.56 (1H, dd), 8.13 (1H, d), 8.91-8.95 (2H, m). 
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MS (APCI+) m/z 457 (MH+). 

The oxalate salt was generated in a manner similar to Example 1. 

Example 100 (R)-2^4-[(Benzothiazo^^ 
5 methoxy-quinolin-4-yI)-ethanoI, dioxalate 



(a) Beozothiazole-5-caiboxyIic acid 

4-CUoro-3-nitro-benzoic acid (22g) was suspended in water (750ml) containing 
sodium hydroxide (4.3 3g) and sodium sulfide hydrate (32g) was added and the mixture 

10 was heated under reflux for 24 hours. It was neutralised with 5M hydrochloric acid and 
extracted with ethyl acetate to afford a foam (13.5g), which was heated under reflux in 
formic acid (300ml) containing zinc dust (1.5g) for 6 hours. The reaction mixture was 
cooled, filtered and evaporated and die residue was diluted with water, adjusted to pH 6.5 
and evaporated to dryness. It was chromatographed on silica gel (methanol- 

15 dichloromethane then methanol-ethyi acetate) to give the product (10.4g). 
MS (-ve ion electrospray) m/z 178 (M-H)\ 

(b) Benzothiazol-5-yl-methanol 

The acid (100a) (0.53g) in tetrahydrofuran (20ml) and triethylamine (0.49ml) was 
cooled to 0°C and isobutylchloroformate (0.42ml) was added dropwise and the solution 

20 was stirred at 0°C for 1 hour, when it was filtered into a stirred solution of sodium 

borohydride (0.24 g) in ice/water (50 ml). The mixture was stirred at 0 P C for 6.5 hour, 
neutralised with 2M hydrochloric acid, evaporated to half volume, and extracted with 
dichloromethane. The organic fraction was dried, evaporated to dryness and 
chromatographed on silica gel (ethyl acetate) to give the alcohol (0.345g) 

25 MS (+ve ion electrospray) m/z 166 (MH) + 

(c) Benzothiazole-5-caiboxaldehyde 

A stirred solution of the alcohol (100b) (0.61g) in dichloromethane (25ml) was 
treated with manganese dioxide (3 .6g) for 1 8 hours and was filtered and evaporated to 
give a solid (0.505g). 
30 MS (+ve ion electrospray) m/z 164 (MH) + 

(d) Title compound 

A solution of theamine (Id; 94% ee) (0.70g) and caiboxaldehyde (100c) (0.505 g) 
in dichloromethane (15ml) and methanol (15ml) was treated with 3 A molecular sieves 
and the mixture was stirred at room temperature for 18 hours. The mixture was treated 
35 with sodium borohydride (140 mg) in portions and after 18 hours die solution was diluted 
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with water, extracted with dichloromethane and chromatographed on silica gel (methanol- 
dichlorom^ane) to afford the free base of the title compound as an oil (0.559g). 
8H (CDCI3): 130-2.10 (6H, m), 2.20-2.70 (2H, m), 2.85 (2H, m), 3.30 (1H, m), 3.90 
(3H, s), 4.05 (2H, s), 5.45 (1H, dd), 720 (1H, d) 7.35 (1H, dd), 7.48 (1H, d), 7.62 (1H, d), 
5 7.90 (1H, d), 8.05 (1H, d), 8.10 (1H, s), 8.75 (1H, d), 9.0 (1H, s). 
MS (+ve ion electrospray) m/z 449 (MH*) . 

"The dibxalate salt was prepared by the same method aff for Example 1. 
The following Examples were prepared by analogous methods. 



10 A: by method of Example 16 
B: by method of Example 7 
C: by method of Example 25 



Example 


Method 
of 

synthesis 


salt 

AYdioralate 

DZdimesyiate 

Rtrihydrochloride 


1 T J H 
N 

R 


50 


A 


AY . 
rVI 


4 7-difhiQro-lH-indol-2-Yi 


51 


A 


AV 
AX 


7-nitm-l H-indol-2-vl 


52 


A 

A 


AY 


4-fhiaro- 1 H-indol-2-vl 


53 


A 


AY 


lH-pym>lo[23-b]pyridinr2-yl 


54 


A 


AY 


4-chloxo- lH-indol-2-yl 


55 


A 


AY 


2<Woro-qamolh>3->d 


56 


A 


AY 


3 -methyi-berizoftiian-2-yl 


57 


A 


AY 


5-fluoro-lH-mdol-2-yl 


58 


A 


AY 


isoqinnolin-3-yl 


59 


B 


AY 


23-dQtydiobeDzo[l»4]dioxm-2-yl 


60 


A 


AY 


bcnzo[b]thiopbcn-2-yl 


61 


A 


AY 


S-methyIbmzotiiiophen-2-yl 


62 


A 


AY 


5J«^iflnoTO-lH-indol-2-yl 


63 


C 


AY 


benzoxazol-2-yi 


64 


A 


AY 


6-chloro-lH-indol-2-yl 


65 


C 


DZ 


7-fluoro-3-ir^yl-3HKiuiimzolin-4H>ne-2-yl 


66 


A 


AY 


6-cyano-lH-indol-2-^ 


67 


C 


AY 


4 f 5-difiuraobeiizoafflczolr2-yl 


68 


A 


AY 


5-mtn^lH-indol-2-yl 


69 


C 


DZ 


hnidazo[U^]pyridii>2-yl 


70 


A 


AY 


3,6-dichloro-lH-mdol-2-yl 
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71 


A 


AY 


lH-indol-6-yl 


72 


A 


AY 


5-chlon>- 1 H-indol-2-yi 


73 


C 


AY 


3H-quinazolin-4-on&-2-yl 


74 


c 


DZ 


5/7-<ffiu0io-3H-<jumazo 


75 


A 


AY 


7-methoxybenzoforan-2-yl 


76 


C 


AY 


5-fhioio-benzOTazoW-yl 


77" * 


A 


AY" 


5-methoxy-benzofiiran-2-yl 


78 


C 


DZ 


5-fkoro-3HKfuinazoLm-4HDiie-2-yl 


79 


A 


DZ 


benzo[ 1 ,2^]-oxadiazol-5-yl 


80 


A 


AY 


5 -trifhiorometboxy- lH-indol-2-yl 


81 


C 


AY 


6-fluorobcnzoxazol-2 -yl 


82 


C 


AY 


oxazolo[4,5-b]-pyridm-2^yl 


83 


B 


DZ 


3H-imida2o[4 > 5-b]-pyridiDh2-yl 


84 


C 


AY 


6-fhicnt>-imidazo[ 1 >2-a]pyridia-2-yl 


85 


a 


R 


2-hydroxyquinolin-3-yl 


86 


A 


AY 


4-bcnzyloxy-lH-indol-2-yl 


on 

Of 


□ 


DZ 


4-hvdroxv- 1 H-indol-2-vl 


88 


A 


AY 


1 -TTIPTnfln^* 1 1 ipnrmyu iji-mooi-z-yi 


89 


C 


AY 


mndazo-{l £-a]-pynxmdin-2-yl 


90 


A 


AY 


2-methyl[l > 8]-naphdiyridiii&-3-yl 


91 


A 


AY 


5-benzyloxy- 1 H-indol-2-yl 


92 


A 


AY 


3-fhioro-7//-mdol-2-yi 


93 


A 


AY 


benzo[l > 2 > 5]thiadiazol-5-yl 


94 


B 


DZ 


3<RM2>Dihydio-[l,4](Ho^ 


95 


A 


AY 


8-hydioxyquinoxalin-2-yl 


96 


A 


AY 


ciimolin-3-yt 


97 


A 


AY 


6^oro-7^-pyirolo[23-b]pyridin-2-yl 


98 


A 


AY 




99 


A 


AY 


pyrazolo[l^]pyridiii-2-yl 


101 


A 


AY 


3-fhioropyrazolc>[l ,5-a]pyriditt-2-^i 


102 


A 


R 


84iydroxy-2H-isoquiiiolin- 1 -one-3-yl 


103 


C 


DZ 


pyrido[l^]pyriTrn(hTi 4 ope-2-yl 


104 


A 


AY 


6-fluorop>Trazolo[l,5-a]pyridi&-2-^ 


105 


B 


AY 


4-mtro-/ ( ff-benzimidazoI-2-yl 


106 


B 


AY 


4-fluon>J/f^enzTmidazol-2-yl 


107 


A 


AY 


5-tril^iOAMefl^^eno[3^^]pyiidia^yl 


108 


C 


DZ 




109 


A 


AY 


imidazo[l^-b]pyrida2!»-2-yl 


110 


C 


AY 


qmnazolin-2-yl 


111 


A 


AY 


qmnoxalin-6-yl 
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112 


C 


AY 


7-fluoro-quinazolin-2-yl 


113 


B 


AY 


3^S)-3,4-dihydro-2H4x^ 


114 


A 


AY 


74)8myloxy-7/z r -indol-2-yi 


115 


A 


AY 


benzo[lA3]thiadiazol-6-yl 


116 


C 


DZ 


thiazoloP,2^]pyriiiT^ 


117 


B 


AY 


tiiiazoto[5,4^]pyridin-2-^ 


118 




AY 


ovridori^^lPYiiinidm-4-one-3-yl 

r J L *^ jit J * 


119"' " 


A 


AY 


l-isoprbpyl-//W>^^tnaMl-5-y^ 


120 


B 


AY 


4-cyano-/#-benziimdazol-2-yl 


121 


C 


AY 


6^oro-inridazo[l^-b]p)aidazme-2-yl 


122 


A 


AY 


J/f-bemotbiazol-2-oti&-5-}d 


123 


B 


DZ 


3-(SK23-dihydro4M^^ 


124 


A 


AY 


5<hlon>-3//-benzooxazol-2-one-6-yl 


a Prepared from Examp 


►le 55 by heating in 5M HCl/dioxan (1:1) under reflux for 18 hours 


b Prepared from Example 86 by hydrogenation over palladium/caibon 



Example 150. 4-[(4,7-Difluoro-l-H-indol^^ 

acid (8-flnoro^methoxy^uinolin^yl>amide, oxalate 




F 



5 (a) 8-l^oro^-me^xy-quiii^ 

A solution of the triflate (26b) (0.69g) in pyridine (10ml) was treated with n- 
propylamine hydrochloride (l-2g) and the mixture heated at reflux for 16 hours. The 
reaction mixture was evaporated, disolved in 0.05M HC1 , washed with dichloromethane, 
basified with sodium hydroxide solution and re-extracted with dichloromethane. The 

10 combined organics were dried (NaiSO^ evaporated, and chromatographed on silica gel 
(2-5% methanol in dichloromethane) to afford an orange solid (l.Og). 
MS (+ve ion electrospray) m/zr. 193 (MH*). 

(b) 4-(l-LiudazolylcarboiiyI)amino-8-fluo 

A suspension of the amine (150a) (0.213g) in ethanol-free chloroform (5 ml) was 
15 treated with 4-N^-dimeth^aminopyridine (0.153g) and l,l'-caibonyl diimidazole 

(0.246g) for 5.5 hours and the reaction mixture was filtered, evaporated to dryness, and 
used without purification. 

(c) [l-(8-Fhioro-6-methoxy-quinolm-^ acid tert- 
butyi ester 

20 To a stirred solution of the imidazolylcarbonyl compound (150b) in anhydrous 

DMF (3ml) was added 4-tert4)utoxycarbonylaminopiperidine hydrochloride (0.26g) and 
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potassium caibonate (0.15g). The mixture was heated at 70°C for 12 hours, then cooled, 
filtered and evaporated The residue was dissolved in ethyl acetate, washed with water, 
dried and evaporated The crude product was chromatographed on silica gel eluted with 2- 
4% methanol/ dichloromethane to give a gum (0.465g). 
5 MS (+ve ion electrospray) m/z 419 (MH+) 

(d) 4-Amino-piperidine-l-caiboxylic acid (8-fluoro-6-methoxy-^uinolin^yl}-amide 

" The tert^utoxj^arbo^aminb compound (150c) (0.465g) was dissolved in 
dichloromethane (4ml), cooled in ice, and treated with trifluoroacetic acid (3ml). The 
solution was stirred at room temperature for 2 hours, then evaporated in vacuo. The 
10 residue was basified with sodium bicarbonate solution and evaporated It was extracted 
with 10% methanol/dicMoromethane, dried and evaporated to give a foam. 
MS (+ve ion electrospray) m/z 317 (MH+) 

(e) Ethyl 4,7-di£hioroindole-2-carboxylate. 

A mixture of 2,5-difluorophaiylhydrazine (4.0g), ethyl pyruvate (3. 1ml) and 
1 5 glacial acetic acid (40ml) was heated under reflux for 1 .5h. The mixture was evaporated, 

then toluene was added and re-evaporated The crude product (6.7g) was heated under 

reflux with anhydrous p4oluenesulphonic acid (19.1g) for 5.5h. 

The cooled mixture was dissolved in ethyl acetate, washed with sodium bicarbonate and 

brine, dried and evaporated. Chromatography on silica gel (1 :1 dichloromethane/petrol) 
20 followed by recrystallization (dichloromethane/hexane) gave the indole ester (0.75g). 

(f) 4,7- Difhioroindole-2-<»rboxaldehyde. 

This was prepared (55%) from the ester (150e) by die method of Example (16c). 
MS (+ve ion electrospray) m/z 182 (MH+). 

(g) Title compound 

25 A mixture of amine (150d) (0.10g) and 4,7-difhioro-lH-indole-2-<^Aoxaldehyde 

(1 50f) (0.06g) and 3A molecular sieves in dichloromethane (4ml) and methanol (4ml) 
was stirred at room temperature for 6 hours, sodium borohydride was added and the 
mixture was stirred for a further 24 hours. It was quenched with water and the organic 
layer separated, dried, evaporated and chromatographed on silica gel (2% 

30 methanol/dichloromethane) to afford a solid (0.042g). 
MS (+veion electrospray) m/z 484 (MH+) 

This was converted to the oxalate salt by the method of Example 16. 

The Examples 151 and 152 were prepared by analogous methods to Example 150 
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Example 


salt 

G oxalate 


n 

F 

R 


151 ' " " 
152 


G 
G 


8-liydroxyqiim^^ 
8-hydraxy<pimolin-2-yl 



The Examples 170 and 171 were prepared by analogous methods to Example 26 



Example 


salt 

AY di-oxalate 


R 


170 
171 


AY 
AY 


4-£hiOTO-lH^enziinidazol-2-yl 
3H-iniidaa^4,5^1pyridm-2-yl 


Examples 180 and 181 were prepared from 6-trmuoromethoxy^umolin^ylamine by the 
method of Example ISO 


Example 


salt 

G oxalate 


R 


180 
181 


G 
G 


8-hydroxyquinDxalin-2-yl 



Example 300 0R>2^4.[(4,6-DifhionHlH4>en2Miiidazol-2-y^ 
10 piiMsridin-l-ylHK^ethoxyIl^naphthyridm-4-yI)-ethanol, dioxalate 

" a. 




(a)l-[(R)-2-Hydroxy^2-(6-metfa^^ 
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This was prepared from the oxirane (18e) by the method of Example (7a and b), 
and had an enantiomeric excess of 90%. 
MS (+ve ion electrospray) m/z 302 (MH+) 
(b) Title compound 

5 This was prepared from ketone (300a) and amine (12a) by the method of Example 

(7c) 

MS C+y? ion electrospray) m/z 469 (MH+) mm 

This was converted to the oxidate salt by the method of Example 16 

10 The following Examples were prepared by analogous methods. 
D: by method of Example 18 
E: by method of Exang>le 300 



Example 


Method 
of 

synthesis 


salt 

AYdioxalate 
DZdimesylate 


TCI 

R 


301 


D 


DZ 


4J-Klifhioro-lH-UMiol-2-yl 


302 


D 


AY 


lH-indol-£.yl 


303 


D 


DZ 


4,6-difluoro-lH-indol-2-yl 


304 


D 


AY 


isoqmnolin-3-yl 


305 


£ 


AY ... 


benzoxazol-2-yl 


306 


D 


AY 


lH-pynolo[23-b]pyridm-2-yl 


307 


E 


AY 


imidazo[l ,2-a]pytidm-2-yl 


308 


E 


AY 


4-fluoro- lH-benzmridazol-2-yi 


309 


E 


DZ 


3^M2>Etfhydro^l > 4]<tto^ 


310 


E 


DZ 


HSH23-DihydnKl»4](fioxino[23^1pyri^ 


311 


D 


AY' 


benzc[l ^3]thiadiazol-5-yl 


312 


D 


AY 


imidazo[ 1 > 2-a]pyridazm-2-yl 


313 


D 


AY 


3-flnorc^jyrazolo[l >^]pyridin-2-yl 



15 Example 400. 4-{(4,7-Dmnoi^lH-indol-2-ylmethyI>-amino]-piperidme-l-rarboxylic 
acid (6-methoxy-ll^lnaphfliyridm-4-yI)-ainlde, oxalate 
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(a) .4-Amino^methoxy-[l^]naph^ 

A solution of UJ-trmuoro-methanesulfonic acid 6-methoxy-[ 1 ,5]naphthyridin- 
4-yl carboxyiic acid ester (8.0g) [prepared as described in Example (18c)] and 
propylamine hydrochloride (15.8 g) in pyridine (120 ml) was heated at reflux for 4 hours. 
5 The solvent was evaporated and the mixture dissolved in 0.05M hydrochloric acid (600 
ml) and washed with dichloromethane. The mixture was basified with 40% sodium 
hydroxide and extracted with (ficMoromethane. The extracts were dried, evaporated and 
chromatographed on silica gel ( 2-5% methanol in dichloromethane) to give an orange 
solid (3.6 g, 63%). 

10 lHNMR(CDCl 3 ) 5: 4.05 (3H,sX 525 (2H, his), 6.71 (1H, d, J=5Hz), 7.08 (1H, d, 
J=9Hz), 8.09 (1H, d, J=9Hz), 839 (1H, d, J=*5Hz). 
MS (+ve ion electrospray) m/z: 176 (MH 4 ). 

(b) 4-fc^Butoxycaibonylamino- 1 -(6-methoxy-[ 1 ,5]naphthyridin-4- 
yi)aminocaibonylpiperidine 

15 To a solution of4-amino-6-methoxy-[l^]n^)hthyridine (Example 400a) 

(2.1g,13 J mmol) and 4-(dime&)daimno)pyridine (1.62g ) in anhydrous chloroform 
(45ml) was added N^-<5arbonyldiimidazole (3.28g, 20.1 mmol).The mixture was stirred 
for 4h at room temperature, then evaporated and the residue was dissolved in anhydrous 
DMF (45ml). 4-rerr-Butoxycarbonylaminopiperidine hydrochloride (3.34g, 13.5 mmol) 

20 and potassium carbonate (1.89g) were added, and the mixture was heated at 70°C 

overnight The mixture was evaporated and the residue was mixed with water (120ml). 
The solid was filtered off and dried (3.89g). 
MS (+ve ion electrospray) m/z 402 (MH+). 

(c) 4~Amino-H6-me&Dxy-[l,5]n^ 

25 The tert-butoxycaibonylamino compound (400 bX3.88g, 9.7 mmol) was treated 

with trifluoroacetic acid and hydrogen chloride (4M in dioxan) as described in Example 
(Id). The crude hydrochloride was dissolved in water and washed twice with 
dichloromethane, basified to pH9 and evaporated to dryness. Extraction with 10% 
methanol/ dichloromethane gave the free base (3.45g). 

30 MS (+ve ion electrospray) m/z 302 (MH+). 

(d) TMe compound 

A mixture of amine (400c)(0.10g) and 4,7-<lifhK)ro-lH-indole-2-carboxaldehyde 
(150f) (0.06g) and 3A molecular sieves in dichloromethane (4ml) and methanol (4ml) 
was stirred at room temperature for 6 hours, sodium borohydride (0.020g) was added and 
35 the mixture was stirred for a further 24 hours. It was quenched with water and the organic 
layer separated, dried, evaporated and chromatographed on silica gel (2% 
methanoVdichloromethane) to afford a solid (0.062g). 
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MS (+ve ion electrospray) m/z 467 (MH+) 

lH NMR (CDa 3 ) 8:1.45 (2H, m), 1.75 (2H broad s), 2.05 (2H, broad d), 2.82 (1H, m), 
3.12 (2H, t), 4.02 (3H, s), 4.05 (2H, s), 4.18 (2H, broad d), 6.45 (1H, broad s), 6.70 (2H, 
m),7.12 (1H, d), 824 (1H, d), 8.30 (1H, d), 8.68 (1H, d), 9.08 (2H, broad s). 
5 This was converted to the oxalate salt by the method of Example 16. 

" The foUowing Exa^les were prepared by analogous methods' 
A by method of Example 400 

B by method of Example (406a) and then Example 400 
10 C by method of Example 403 

D by method of Example (400a*;) and then Example 25 



Example 


Method 
of 

synthesis 


salt 

G oxalate 
S mesylate 


X 


R 


401 


A 


G 


N 


lH-indol-2-yi 


402 


A 


S 


N 




404 


A 


G 


N 


lH-pym>lo[2^-b]pyri<m>2-^ 


405 


A 


G 


N 


isoquinoKn-3-yl 


407 


B 


G 


CH 


3^}-2>KimymtKM]<fc<>^^ 


408 


C 


G 


N 


4-fluoro- 1 H-benzimidazol-2-yl 


409 


A 


G 


N 


8-hydroxyquinoIin-2-yl 


410 


D 


G 


N 


benzotfaiazol-2-yl 


411 


A 


G 


N 


84iydroxyirainoxalm-2-yl 


412 


A 


G 


N 


rinnolm-3-yl 


413 


A 


G 


N 


benzo[lA5]miadiaznl-5-yl 


414 


A 


G 


N 


5-hydroxy^uiii0xalin-2-yl 



Example 403 4-[(4,6-Difluoro-lH-benzi^ 
15 carboxylic acid (6-methoxy-[l^naphthyridii»-4-yl)-aiiiide, oxalate 
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(a) 4-Oxo- 1 ^6-methoxy-[l ,5]naph^^ ethylene ketal 

A solution of4-amino^methoxy41^]naphthyridine (400a) (0.32g, 2 mmol) in 
chloroform (6 ml) was treated with N^-4imethylaminopyridine (0.24g, 2 mmol) then 

5 U^<aiboi^diimidazole (0.42& 2.6 mmol). After 2 hours the chloroform was removed 
by evaporation and the residue treated with a solution of 4-oxopiperidine, ethylene ketal 
(0.31g, 0.22mm6l) in N^-dimethylfennamide (5 ml)."The "mixture was heated at 100°C 
for 1 hour, then partitioned between ethyl acetate and dilute brine. The organic extract 
was washed with water (3x), brine, dried and evaporated to give a yellow solid (0.8g). 

10 Chromatography on silica gave the product as a white solid (0.47g, 71%). 
MS (+ve ion electrospray) m/z 345 (MH+). 

(b) 4-Oxo4-(6^ethoxy-[l > 5]n^ 

A solution of Example (403a) (0.46g, 1.4 mmol) in acetone (25 ml) and water (5 
ml) was treated with concentrated hydrochloric acid (0.2 ml) and the mixture heated to 
1 5 reflux for 4 hours. The cooled mixture was partitioned between ethyl acetate and 
saturated aqueous sodium bicarbonate solution. The organic extract was dried and 
evaporated to give a white solid (0.4g). Chromatography gave the title compound (02g, 
46%). 

MS (+ve ion electrospray) m/z 301 (MH+). 
20 (c) Title compound 

This was prepared from ketone (403b)(0.08g) and (4,6-difluoro-lH-benzimidazol- 

2-yi>methylamine (12a) (0.049g) by the method of Example (7c) 

to give a solid (0.046g). 

MS (+ve ion dectrospray) m/z 468 (MH+). 
25 This was converted to the oxalate salt by the method of Example 16. 

Example 406. 4-I(lH-Indotl-ylmethy^ acid (6- 

methoxy-quinolin-4-yI)- amide, oxalate 




30 

(a) 4-Amino-6-methoxyquinoline 

Curthis rearrangement of 6-methoxyquinoline^4-carbox)1ic acid (la)(4g, 2Qmmol) 
with diphenyiphosphoryl azide (4.3ml, 20mmol) and triethylamine(3 .5ml) in terf-butanol 
(25ml) at 85°C gave, after chromatography (silica gel, ethyl acetate-dichloromethane) the 
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N-tert-butoxycarbamate (2.47g). Treatment with aqueous hydrochloric acid at reflux, 
followed by basification and extraction with ethyl acetate gave 4-amino-6- 
methoxyquinoline (0.74g). 

This compound may also be prepared from 4-hydroxy-6-methoxyquinoline by 
5 chlorination with phosphorus oxychloride, to give the 4-chloroquinoline, followed by 
treatment with n-propylamine hydrochloride by the method of Example (400a). 

(b) 4-(l -hnida2x>lylcarbonyl)amino^methoxyquinoline 

A suspension of 4-axnino-6-methoxyquinoline (406a) (2.0g, 1 1 minol) in ethanol- 
free chloroferm (60 ml) was treated with 4-N^-^Umeth)daminopyridine (1.4g, 11.4 
10 mmol) and l,r-carbonyl diimidazole (2.6g, 15.9 mmol). The suspension became clear 
over 1 hour then precipitation occurred. After a further 2 hours, filtration afforded the 
product as a white solid which was dried in vacuo ( 1 . 8g, 59%). 

(c) 4^erf-Butoxycarboriylam^ 

The imidazolyicarbonji compound (406b) (0.268g, 1 mmol), 4-tert- 
15 butoxycaibonyiaminopiperidine hydrochloride (0.24g, 1 mmol) and potassium carbonate 

(0.14g) were heated in DMF (2ml) at 70 °C for 12h. The mixture was evaporated and the 

residue was dissolved in ethyl acetate, washed with water and brine, dried and evaporated. 

The crude product was chromatographed on silica gel ehited with 0-4% methanol/ 

dichloromethane to give die pure product (0.28g). 
20 MS C+ve ion electrospray) m/z 401 (MH+). 

(d) 4~Amino-1^6-me1hoxyquinolin^ 

The tert-butoxycarbonylamino compound (406c)(0.275g, 0.69 mmol) was treated 
with trifluoroacetic acid and hydrogen chloride as in Example (Id). The crude 
hydrochloride was dissolved in water, basified (pH 8-9) and evaporated, and the residue 
25 was extracted with 10% methanol/dichloromethane to give the free base (0 -23g). 
MS (+ve ion electrospray) m/z 301 (MH+). 

(e) Title compound 

This was prepared from amine (406d)(0.065g) and lH-indole-2-carboxaldehyde 
(0.032g) by die method of Example (400d) to afford the free base (0.028g). 
30 MS (+ve ion electrospray) m/z 430 (MH+). 

This was converted to the oxalate salt by the method of Example 16. 

Example 600. 7-Nitro-lH-indole-2-carboxylic acid {l-[(R)-2-hydroxy-2-(6-methoxy- 
quinolin-^yI>-ethyI]-piperidin-4-yl}-amide mesylate 



35 
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7-Nitrc>-lH-indole-2-carboxylic acid (34 mg) in dimethylfonnamide (0.4ml) was 
treated with was Q<7-azabenzotria2»l-^ 

hexafluorophosphate (63mg), diisopiopylethylamine (0.03ml, and amine (Id) and the 
mixture was agitated at room temperature for 4 hours. It was partitioned between 
5 dicMoromethane and sodium bicarbonate solution and the organic layer was evaporated 
and purified on silica gel using a methanol-ethyl acetate gradient to give the free base of 
the^titie" compound (29mg) as a foam. 
MS (-Hve ion eledrospray) m/z 490 (MH+) 

lH NMR (CDCI3): 8:1.70 (6H, m), 2.10-2.65 (4H, m), 2.90 (2H, m), 3.35 (1H, br.d), 3.95 
10 (3H, s), 5.50 (1H, m), 6.20 (1H, br.d), 7.00 (1H, s)J20 (1H, s), 7.25 (1H, m), 7.38 (1H, 
dd), 7.65 (1H, d), 7.95 (1H, d), 8.10 (1H, d), 830 (1H, d), 8.80 (1H, d). 
This was converted to the mesylate salt by treatment with methane sulfonic acid in ether. 

The following compounds were prepared by an analogous method to Example 600 



Example 


salt 

G oxalate 

S mesylate 

B dibydrochloride 


X 


'"CO B 

R 


601 


S 


CH 


barEo[lA5]tiiiadiazol-5-yl 


602 


S 


CH 


4,6-diflnaro4H-indoi-2-yl 


603 


O 


N a 


benzofiiran-2-yl 


604 


S 


CH 


benzo&nm-2-yi 


605 


S 


CH 


benzo[lA3]tHn(iiazol-5-yl 


606 


B 


CH 


m-pynolo[2 > 3-b]pyriditt-2-yl 


607 


S 


CH 


lH-indol-2-yi 


608 


S 


CH 


quinqtfn-3-yl 


609 


S 


CH 


benzothiazol-6-yl 


610 


S 


CH 


ffi-indol-6-yl 


611 




CH 


5-trifhioroineAyl-fliienoP^ 


612 




CH 


benzothiophen-2-yi 


613 




CH 


8-hydroxyquinolin-2-yl 


614 




CH 


flrieno[3^-blftiophen-2-yl 


615 




CH 


2^1-ph£nyl-methanoyl>l^ 
isoquinolin-3-yi 
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515 J | CH 1 4Klimethylsulfini^ 

a amine (18f) used in place of amine (Id) 



Example 620. 4-[(5-Hydroxy^uinoxa^ 
acid (5^-difluom^meflioxy^iiinolin^yl>amide oxalate 




(a) 1 ^-Muoro^methoxy-phenylamine 

1 A4-Trifiuoio-5-nitrob«izene (10g, 56.5mmol) was dissolved in methanol, 
cooled in ice and treated with 25% sodium methoxide in methanol. After being stirred at 
room temperature for 6 hours the mixture was diluted with water and extracted with ethyl 
10 acetate to give l,4-difluoro-2-methoxy-5-nitrobenzene (lO.lg). This was dissolved in 
ethanol (400ml) andbydrogenated over 10% palladium on caibon to give the title 
compound (7.8g). 

(b) 1,14-Trifhioio-methanesulfbnic acid 5,8HMuon>-6-methoxy-quinolin-4-yl ester 

5,8-Difluoro-6^nethoxyquinolin-4-ol was prepared from the amine (620a) (7.8g) 
15 by the method of Example (26a) (1 .41g) and was converted to the title compound by the 
method of Example (26b). Purification on silica gel (dichloromethane) afforded a yellow 
solid (0.76g). 

(c) 4-Amino-piper^ add (5,8^uoro-6Hmetho^ 

This was prepared (43%) as a yellow solid from the triflate (620b) by the method 
20 of Example (150a-d). 

(d) Title compound 

This was prepared from amine (620c) (O.llg) and 5-hydroxy-qumoxalin-2- 
caiboxaldehyde [prepared from 5-hydroxy-2-methylquinoxaline (Y. Abe et al, X Med 
Chenu 41, 4062 (1998)) by oxidation with selenium dioxide in ethyl acetate (see Example 

25 18a)] (0.057g) by the method of Example (150g). Purification on silica gel (5-10% 
methanol/dichloromethane) afforded the free base of the title compound (0.059g). 
5 H NMR (CDCfe) 8: 1.54 (m), 1.76 (broad s), 2.08 (m), 2.90 (m), 3.12 (m), 4.02 (s), 4.10 
(m), 424 (s), 725 (m), 7.63 (m), 8.45 (d), 8.57 (broad d), 8.67 (d), 8.77 (s). 
MS (+ve ion electrospray)m/z 495 (MH+). 

30 This was converted to die oxalate salt by the method of Example 16. 
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Example G21. 4-[(8-Hydroxyniumoxa^ 

acid (5^-difluoro^methoxy^uinolin-4-yI)-amide oxalate 




This was prepared from amine (620d) (0.05g) and 84iydroxy<iumoxalin-2- 
5 caiboxaldehyde [prepared from 8^ydroxy-2-methjdquinoxaline (Y. Abe etaL,/. Med 
Chenu 41, 4062 (1 998)) by oxidation with selenium dioxide in ethyl acetate (see Example 
18a)] (0.025g) by the method of Example (150g). Purification on silica gel (5-10% 
methanol/dichloromethane) afforded the title compound (0.027g) 
^NMR (CDCfe) 8: 1.51(m), 2.08(m), 2.89(m), 3.11(m), 4.01(s), 4.11(m), 4.25(s), 
10 7.26(m), 7.66(m), 8.44(d), 8.56(broad d), 8.67(d), 8.96(s). 
MS (+ve ion dectrospray) m/z 495 (MH+). 
This was converted to the oxalate salt by the method of Example 16. 

Example 622. (R)-2^4-[(8-Hydroxy^ 
15 amInoJ^iperidin~l-ylHK^methoxyqmnolin^yI)-ethanol trihydrochloride 




a 




(a) Ethyl 2-methoxymethoxy-6-methylbenzoic acid 

A solution of ethyl 2-hydroxy^methylbenzoic acid (4.56g, 253 mmol) and 
diisopropyiethjiamine (132ml, 76 mmol) in dry dichloromethane (30ml) was cooled in 

20 an ice-bath. Chloromethyl methyl ether (3.83ml, 50.6 mmol) was added slowly and the 
mixture was allowed stand at 0°C wanning slowly to room temperature. After 36 h a 
further portion of chloromethyl methyl ether (1 .9 ml) was added and the mixture was left 
at room temperature overnight The mixture was then washed with 1 0% citric acid, water 
and brine, dried and evaporated to give the title compound (6 J4g, 100%). 

25 MS (+ve ion electrospray) m/z 225 (MH+). 

(b) 8-Methoxymethoxy-l^xo-lH-isochromene-3^^oxylic acid ethyl ester 

n-Butyilithium (1.6M in hexanes, 16.0ml, 25 3 mmol) was added to a solution of 
diisopropylamine(3.64ml, 25.5 mmol) andN^^^^etramethjdethylenediamine 
(4.01ml, 25.5 mmol) in dry THF (36ml) at -78 °C. After 10 min a solution of the ester 
30 (622a) (5.10g, 22.8 mmol) in dry THF (18ml) was added dropwise, keeping internal 
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temp.<-60 °C. The deep red solution was stirred at -78 °C for 40 minutes, then diethyl 
oxalate (3.10ml, 22.8 mmol) in THF (18ml) was added over 5 minutes. The mixture was 
stirred at -78 °C for 6.5 hours, then treated with 10% citric acid. After wanning to room 
temperature the phases were separated and the aqueous phase was extracted with ethyl 
5 acetate. The combined organics were washed with brine, dried and evaporated. 

Chromatography on silica gel (20-40% ethyl acetate/ hexane) gave the title compound 
(2.05g,32%). 

MS (+ve ion electrospray) m/z 235 floss of methoxymethyl from MH+). 

(c) 8-Methoxymethoxy- 1 ,2-dihydn>-l ^xo-isoquinoline-3-carboxylic acid ethyl ester 
1 0 The isochromene (622b) (2.04g, 734 mmol) was heated under reflux with 

ammonium acetate (4.99g) in ethanol (200ml) for 24 hours. Solvent was evaporated and 
the residue was dissolved in ethyl acetate and water. The aqueous phase was extracted 
with ethyl acetate and combined organics were washed with water, dried and evaporated. 
Chromatography on silica gel (50-100% ethyl acetate/hexane) gave impure product and 

15 recovered isochromene. The latter was treated again with ammonium acetate (13g) in 
reluxing ethanol (50 ml) for 48 hours, then worked up as before. The crude material was 
combined with the initial impure product for chromatography on silica gel (0-2% 
methanol/dichloromethane). Eluted material was rechromatographed (50-100% ethyl 
acetate/hexane) to give the title compound (0.87g, 42%). 

20 MS (+ve ion electrospray) m/z 278 (MH+). 

(d) 8-Hydroxy-3-hydroxymethyl-2H4soqiiinolin- 1 -one 

The ester (622c) (0.66g, 2.38 mmol) amf sodium borohydride (0.14g, 3.6 mmol) 
were heated in refluxing t-butanol (3ml) while methanol (0.6ml) was added over 1 hour. 
Heating was continued for 2 hours, thai the cooled mixture was partitioned between ethyl 
25 acetate and water. The aqueous phase was re-extracted with ethyl acetate and the 
combined organics were washed with brine, dried and evaporated to give the title 
compound (0.51& 91%). 
MS (+ve ion electrospray) m/z 236 (MH+). 

(e) 8-Methoxymethoxy-i;2-dihydro-l^ 

30 The alcohol (622d, 0.51g, 2.17 mol) was stirred with manganese (IV) oxide 

(3.12g) in 1:1 dichloromethane/THF (40 ml) at room temperature for 5 hours. The 
mixture was filtered and evaporated to give the aldehyde (0.32g, 63%). 
MS (-ve ion electrospray) m/z 232 (M-ET). 

(f) (R)-2-{4-[(8-Methoxymeta 

35 piperichn-l-yl} -H^ me ^^^°^ 

The aldehyde (622e) (0.0.80g, 0.34 mol) and 4-amin<>-l-[2-(R)-hydroxy-2-(6- 
m^xyquinolin-4->d)]ethylpiperidine (Id) (6.105g, 0.35 mmol) were stirred with 3A 
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molecular sieves in dry dichloromethane (2tnl) and methanol (2ml) overnight. Sodium 
borohydride (0.02g) was added and the mixture was stirred at room temperature 
overnight After two further additions of sodium borohydride (0.02g each) the mixture 
was stirred overnight again- Water and dichloromethane were added, phases were 
5 separated and die aqueous phase was extracted with dichloromethane. Combined organics 
were washed with water, dried and evaporated Chromatography on silica gel (2-10% 
meithahol/dichloromdhane) gave die title" compoinuf (0.064g, 35%). 
MS (+ve ion electrospray) m/z 519 (MH+). 
(g) Title compound 

10 The methoxymethyi compound (622f) (0.097g, 0.19 mmol) was partially 

dissolved in 5M hydrochloric acid (5ml) and 1,4-dioxane (5ml) and stirred at room 
temperature for 4 hours. Evaporation to dryness gave the title compound (0.105g, 95%). 
5H (d6-DMSO, 250MHz), £24 (2H, m), 2.39 (2H, m), 3.1-3.5 (5H, m), 3.83 (1H, m), 
4.1 1 (4H,s), 4.20 (2H, s), 638 (1H, d), 6.86 (1H, d), 6.94(1H, s), 7.09 (1H, d), 7.62 (1H, 

15 tX 7.76 (1H, dd), 7.83 (1H, s), 8.05 (1H, d), 832(1H, d), 9.08(1H, d) 
MS (+ve ion electrospray) m/z: 475 (MET*). 

Example 623. (RHK^-Meftoxy-qiita^ 
ylmethy!)-amino]-piperidin-l-yl}-ethanoI dioxalate 




(a) 5-Amino-6-thioxo-l ,6-4ihydro-pyridine-3-caiboxylic acid methyl ester 

A mixture of sodium sulfide nonahydrate (2.17g) and sulfur (0.29g) was heated in 
boiling water (20mT) until the solution was homogeneous and added to a solution of 6- 
chloro-5^tro-nicotimc acid methyl ester [prepared as described by AJL Berrie et ah J. 

25 Chenu Soc. 2590 -2594 (1951)] (3.10g) in methanol (50ml). The mixture was boiled for 
15 minutes and cooled The resulting disulfide was collected and washed with water to 
give a yellow solid (2.46g). The solid (5g) in acetic acid (100ml) and 4M HQ in dioxan 
(50ml) was treated with zinc dust (12g) and the mixture was stirred at room temperature 
for 30 minutes, filtered and evaporated to dryness. Sodium acetate and sodium sulfate 

30 were added and the mixture was extracted with warm chloroform and chromatographed 
on silica gel, eluting with chloroform then methanol-chloroform to afford a yellow solid 
(2.3g). 

MS (+ve ion electrospray) m/z 185(MH+) 

(b) Thiazolo[5 ,4-b]pyridine-6<aibox^ic acid methyl ester 
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The amine (623a) (0.7g) was heated in fonnic acid (30ml) under reflux for 30 
minutes and was evaporated and chromatographed on silica gel (chloroform) to give a 
solid (0.65g). 

MS (+ve ion electrospray) m/z 195(MH+) 

5 (c) Thiazolo[5,4-b]pyridm-6-^[-metiianol 

A solution of ester (623b) (200mg) in dry tetrahydrofuran (1 5ml) and dry ether 
(15ml), cooled to -45°C, was treated with a 1M solution of lithium aluminium hydridein 
ether (L55 ml) and the mixture was heated under reflux for 18 hours. It was cooled and a 
solution of saturated sodium carbonate was added cautiously. Dichloromethane and 

10 anhydrous sodium sulfate were added and the mixture was stirred for 15 minutes and 
filtered. The fitrate was evaporated to afford a white solid (95mg). 
MS (+ve ion electrospray) m/z 167(MH+) 

(d) Thiazolo[5,44>]pyridine-6-carboxaldehyde 

The alcohol (623c) (65mg) in chloroform (1 0ml) was stirred with manganese 
15 dioxide (200mg) for 5 hours, filtered and evaporated and chromatographed on silica gel, 
ehiting with dichloromethane then chloroform, to give a solid (65mg). 
MS (*ve ion electrospray) m/z 165(MH+) 

(e) Title compound 

A solution of the amine (Id; 94% ee) (81mg) and carboxaldehyde (623d) (40mg) 
20 in dichloromethane (3ml) and methanol (3ml) was treated with 3 A molecular sieves and 
the mixture was heated at 50°C for 4 hours. The mixture was cooled and treated with 
sodium borohydride(27mg) and stirred at room temperature for 18 hours. It was filtered, 
evaporated to dryness, diluted with water, extracted with chloroform and 
chromatographed on silica gel (methanol-dichloromethane) to afford the free base of the 
25 title compound as an oil (40mg). 

6H (CDC1 3 ): 1.60 (2H, m), 2.10 (2H, br. t); 2.15-2.70 (4H, m), 2.80 (2H, dd), 3.30 (1H, 
br. d), 3.90 (3H, s), 4.05 (2H, s), 5.45 (1H, dd), 7.17 (1H, d) 735 (1H, dd), 7.66 (1H, d), 
8.04 (1H, d), 8.38 (1H, s), 8.65 (1H, s), 8.75 (1H, d), 9.12 (1H, s). 
MS (+ve ion electrospray) m/z 450 (ME 4 ). 
30 The dioxalate salt was prepared by the same method as for Example 1 . 

Example 624. (R)-l-(6-Methoxy-qumolin-4-yl) -2-{4-[(l-carboxymethyHH- 
pyrrolo[23-bJpyridine-2-ylmethj1)-amino]-pii)eri 
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(a) (R>H6-MethoxyKjuinolin^ 
b]pyridine-2-ylmethyl)-amiiK>]-piperidm 

To a suspension of sodium hydride (60% in mineral oil, 0.02g, 0,5 mmol) in dry 
THF at 0 °C was added (R>l-(6-methoxy-quinolin-4-yl) -2-{4-[(lH-pyrrolo[2,3- 
5 b]pyridine-2-ylmethyi>an^ (Example 17 free base) (0.20& 

0.46 mmol). After stirring for 0.5 hours at 0 °C, tert-butyl bromoacetate (0.081ml, 0.5 
mmol) was added. The mixture was stirred at room temperature overnight; then allowed 
to stand for another 48 hours. Solvent was evaporated and the residue was partitioned 
between dicMoromethane/methanol and water. The organic phase was washed with water, 
10 dried and evaporated Chromatography on silica gel (2-10% methanol/dicMoromethane) 
gave flie terf-butyl ester (0.053g, 21%) as the first-eluted product. 
MS (+ve ion electrospray) m/z: 546 (MH*). 

(b) Title compound 

The tot-butyl ester (624a, 0.053g) was dissolved in aqueous hydrochloric acid 
15 (2.5M) and the solution was allowed to stand at room temperature for 1 1 hours. It was 
evaporated to dryness to give the title compound (0.058g). 

l H NMR (CD3OD) 8: 2.41 (2H, m), 2.60 (2H, m), 3.4-3.65 (4H, m), 3.85 (1H, m), 4.04 
(1H, m), 4.19 (4H, s), 4.73 (2H, s), 5.44 (2H, s), 6.45 (1H, d), 7.27 (1H, s), 7.61 (1H, dd), 
7.86 (2H, m), 8.23 (1H, d), 835 (1H, d), 8.52(1H, d), 8.66 (1H, d), 9.07 (1H, d). 
20 MS (+ve ion electrospray) m/z 490 (MH+). 

Example 625. (R)-l-(6-Methoxy-qiilnolin-4-yl) -2-{4-[carboxymethyHl- 

cartoxymeihyMH-pyr^ 

ethanol dihydrochloride 

25 




(a) (R)-l-(6-Metho7cy-quinolin-4->d) -2-{4-[terf-butoxycaibonylmethyl-(l-tert- 

buloxycarbonyhnethyl-lH-pyiToM 
ethanol 

30 This compound was prepared as for Example 624a, die diester being the second 

eluted product from chromatography (0.063g, 21%). 
MS (+ve ion electrospray) m/z 660 (MH+). 

(b) Title compound 
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The di-terr-butyi ester (624a, 0.063 g) was dissolved in aqueous hydrochloric acid 
(2.5M) and the solution was allowed to stand at room temperature overnight It was 
evaporated to dryness to give the title compound (0.058g). 

'H NMR (CD3OD) 8: 2J-2.55 (4H, m), 3.35 -3.65 (4H, m), 3.81 (1H, m), 4.00 (1H, m), 
5 4.12 (2HA 4.18 (4H, s), 4.71 (2H, s), 5.75(2H, s), 6.45 (1H, d), 7.23 (1H, s), 7.69 (1H, 
t), 7.84 (1H, s), 7.86 (1H, d), 8.22 (1H, d), 833 (1H, d), 8.59 (1H, d), 8.78 (1H, d), 9.06 
OH,d). 

MS (+ve ion electrospray) m/z 548 (MH+). 



Biological Activity 

The MIC (jig/ml) of test compounds against various organisms was determined: 
S. aureus Oxford, S. aureus WCUH29, S. pneumoniae 1629, S. pneumoniae N1387, 

15 S. pneumoniae ERY 2, E. faecahs 1, H. influenzae Ql, M. catarrhaHs 1502. 

Examples 1-8, 11-13, 16-25, 50-63, 67, 71, 73, 74, 91-107, 150, 300-306, 308, 309, 400- 
402, 405, 407-411, 601, 602, 604, 611-614, 622 have an MIC of less than or equal to 
0.125ug/ml; 10, 14,15, 64-66, 68-70, 72, 75-85, 87, 108-113, 115-123, 150, 151, 170, 
171, 307, 310, 312, 403, 404, 406, 412-414, 603, 605, 606-610, 623 have an MIC of less 

20 man or equal to 2pg/ml; 9, 11, 86, 88-90, 1 14, 620, 624, 625 have an MIC less than or 
eq ual to 32ug/ml against one or more of the above range of gram positive and gram 
negative bacteria. 
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Claims 

L a compound of formula (t) or a pharmaceutically acceptable derivative thereof: 



5 




(NR2)R 4 



wherein: 

one of Z^Z 2 , Z 3 ,Z 4 andZ 5 isN, oneis CR la andthe remainder are CH , or one or two 
of Z 1 , Z 2 , Z 3 , Z 4 and Z 5 are independently CR la and the remainder are CH; 

10 

R 1 and R la are independently hydrogen; hydroxy; (Ci^alkoxy optionally substituted by 
(Ci_g)alkoxy, amino, piperidyl, guanidino or ^riiHinn any of which is optionally N- 
substituted by one or two (Chalky!, acyl or (Ci^alkylsulphonyl groups, CONH^ 
hydroxy, (Ci.^)alkylthio, heterocyclyithio, heterocyclyloxy, arylthio, aryloxy, acytthio, 
15 acyloxy or (Ci^j)alkyisulphanyloxy; (Ci^)alkoxy-^ubstituted(Ci^)a]Kyl; halogen; (Ci . 
g)alkyi; (Ci^)alkjithio; trifhiorometbyl; trifluoromethoxy, nitro; azido; acyl; acyloxy, 
acylthio; (Ci^)alkyisulphonyi; (Ci_6)alkylsulphoxide; arylsulphonyl; arylsulphoxide or 
an amino, piperidyl, guanidino or amidino group optionally N-substituted by one or two 
(Chalky!, acyl or (Ci_6)alkylsulphonyl groups; 

20 

provided that when Z*,Z 2 , Z 3 , Z 4 and Z 5 are CR la or CH, then R 1 is not hydrogen; 

R 2 is hydrogen, or (Ci_4)alkyl or (C2-4)alkenyl optionally substituted with 1 to 3 groups 
selected from: 

25 amino optionally substituted by one or two (C^alkyl groups; caiboxy, (Ci. 
4)alkoxycaibonyi; (Ci^)alkyIcaibonyi; (C2^)alkenyloxycarbonyl; (C2- 
4)aIkenylcarbonyl; aminocarbonyi wherein die amino group is optionally substituted by 
hydroxy, (Ci^)alkjd, hydroxy(Ci_4)aIkyl, aminocaibon)d(Ci^)alkyl, (C2-4)alkenyl, 
(Ci^)aIkylsulphonyl, trifluoromethylsulphonyl, (C2-4)alken>1sulphonyi, (Ci_ 

30 4)alkoxycaibonyl, (Ci^)alkyicaibonyl, (C2^)alkenyioxycarbonyl or (C2, 

4)aQcenyicarbonyl; cyano; tetrazolyi; 2-oxo-oxazolidinyl optionally substituted by R 10 ; 3- 
hydroxy-3-cyclobutene~l ,2-dione-4-yi; 2,4-thiazolidinedione-5-yi; tetrazol-5- 
ylaminocaibonyl; l,2,4~triazol-5-yl optionally substituted by R 10 ; 5-oxo-l ,2,4-oxadiazol- 
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3-yl; halogen; (Ci^)alkyithio; trffluoromethyi; hydroxy optionally substituted by (Ci_ 
4 )alkyl, (C2^)alkenyl, (Ci^)alkoxycarbonyl, (C^alkylcarbonyl, (C2- 
4)alkenytoxycarbonyl, (C2-4)aDcenylcaibonyl; oxo; (Ci^)alkylsulphonyl; (C2. 
4)aIkenylsulphonyi; or (Ci^aminosulphonyl wherein the amino group is optionally 
5 substituted by (Ci-4)alkyl or (C^siSkeayk 

r3 is hydrogen; or 

R3 is in the 2-, 3- or 4-position and is: 

caiboxy; (Ci_g)alkoxycaibanyi; aminocarbonyl wherein the amino group is optionally 
10 substituted by hydroxy, (Ci_6)alkyl, hydroxyCCi^alkyi, aminocaibonyl(Ci_$)aIkyl, (C2- 

g)alkenyl, (Ci^alkylsulphonyi, trifluoromethyisulphonyl, (C2^)alkemylsulphonyi, (Ci. 

6 )alkoxycarbonyl, (Ci-6>alkylcaifconyl (C2^)alkenyloxycarbonyl or (C2. 

6)alkaqdcaxbonjd and optionally further substituted by (Ci^)alkyl, hydroxy(Ci^)alkyl, 

aminocarbonyl(Ci^)aIkjd or (C2-£)alkenyl; cyano; tetrazolyl; 2-oxo-oxazolidinyl 
15 optionally substituted by R 10 ; 3-hydroxy-3-cyclobutene-l ^-dione-4-yl; 2,4- 

thiazolidinedione^5-yl; tetrazol-5-ylaminocarbonyl; 1,2,4-triazol-S-yl optionally 

substituted by R 10 ; or 5-oxo-l,2,4^xadiazol-3-yi; or 

(Ci-4)aDcyd or ethenyi optionally substituted with any of the substituents listed above for 
R3 and/or 0 to 2 groups R 12 independently selected from: 

20 halogen; (Ci^aBcytthio; trifluoromethyl; (Ci_6)aIkoxycarbonyl; (Ci_ 

6)alkyicaibonyi; (C2^)aDraijdoxycarbonyl; (C2^)alkenylcarbonyi; hydroxy optionally 
substituted by (Ci_g)alkyl, (C2_6)alkenyl, (Ci^alkoxycarbonyl, (C^alkyicarbonyl, 
(C2-6)aIken)doxycaibonyi, (C2-6)aHcenylcaibonyl or aminocarbonyl wherein the amino 
group is optionally substituted by (Ci^)alkyl, (C2-6)alkenyi, (Ci^)alkyicaibonyI or (C2- 

25 g)a]kenylcarbonyl; amino optionally mono- or disubstituted by (Ci^)alkoxycarbonyl, 
(Ci^)alkylcarbonyl, (C2^)alkenyioxycaibonyl, (C2^)aIkenylaubony^ (Ci_g)alkyl, 
(C2-6)aIkenyl, (Ci-$)aIkylsulphonyi, (C2-6)^®Msulph0nyl or aminocarbonyl wherein 
the amino group is optionally substituted by (Cj^alkyl or (C2-6)aHcenyl; aminocarbonyl 
wherein the amino group is optionally substituted by (Ci^)alkyl, hydroxy(Ci^)alkyl, 

30 aminocarbonyl(Ci^)aIkyl, (C2-6>alkeiiyi, (Ci^)alkoxycarbonyl, (Ci^)alkylcarbonjd, 
(C2-6)alkenjdoxycarbonyl or (C2^)alkenylcarbonyi and optionally further substituted by 
(Ci^)alkyl, hydroxy(C 1 _ 6 )alkyl, aminocarbonyl(Ci.6)alkyl or (C2-6)alkenyl; oxo; (Ci- 
g)aDcyisulphonyl; (C2^alkenylsulphanyl; or (Ci_6)aminosuIphonyl wherein the amino 
gtovp is optionally substituted by (Ci.g)alkyl or (C2-6>lkenyl; or when R3 is in the 3- 

35 position, hydroxy optionally substituted as described above; 
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in addition when R 3 is disubsthuted with a hydroxy or amino containing substituent and 
carboxy containing substituent these may together form a cyclic ester or amide linkage, 
respectively; 

R 4 is a group -U-R 5 where 

U is selected fibom CO, SO2 and CH2 and 

R 5 is an optionally substituted bicyclic carbocyclic or heterocyclic ring system (A): 



ring (a) is aromatic or non aromatic; 

X 1 is C when part of an aromatic ring or CR 14 when part of a non aromatic ring; 
X 2 is N, NR 13 , 0, S(0)x, CO or CR 14 when part of an aromatic or non-aromatic 
ring or may in addition be CR 14 R 15 when part of a non aromatic ring; 
X 4 is N, NR 13 , 0, S(0)x, CO or CR 14 i 
X 3 and X 5 are independently N or C; 

yl is a 1 to 3 atom linker group each atom of which is independently selected 
from N, MR 13 , 0, S(0)x, CO and CR 14 when part of an aromatic or non-aromatic ring or 
may additionally be CR 14 R*S when part of a non aromatic ring, 

Y 2 is a 2 or 3 atom linker group completing an aromatic ring, each atom ofY 2 
being independently selected from N, NR 13 , 0, S(0)x, CO and CR 14 ; 

each of R 14 and R 15 is independently selected from: H; (C^alkyithio; halo; 
carboxy(C M )aIkyl; halo(Ci^)alkoxy; halo(Ci^)alkyl; (Ci^)aDcyl; (C 2 -4)aflcenyl; (C^ 
4)alkoxycaibonyl; framyl; (Ci^)alkyicaibonyl; (C2^)alkemylaxycaibonyl; (C2- 
4)alkenylcart>onyi; (Ci^alkjdcarbonyloxy; (Ci^)alkoxycaibonyl(Ci^)aIkyl; hydroxy; 
hydroxy(Ci^)alkyi; mCTcapto(Ci^)alkyl; (Ci_4)alkoxy; mtro; cyano; carboxy; amino or 
aminocarbonyl optionally substituted as for corresponding substituents in R 3 ; (C}_ 
4)alkylsulphonyi; (C2^)alkenylsulphonyl; or aminosulphonyl wherein title amino group is 
optionally mono- or di-substituted by (C^alkyi or (C 2 -4)aIkenyl; aryl; aryi(Ci-4)alkyi; 
aryl(Ci-4)alkoxyor 

Rl 4 and R 15 may together represent oxo; 

each R* 3 is independently H; trifluoromethyl; (Cx-4)alkyl optionally substituted 
by hydroxy, (Ci^)aDQoxy, (Cj^alkyithio, carboxy, halo or trifluoromethyl; (C2- 
4)alkenyl; aryl; aryl (Ci_4)alkyl; arylcarbonyl; heteroarylcaibonyl; (Ci^alkoxycarbonyl; 
(Ci-4)alkylcarbonyl; formyl; (Ci^alkylsulphonyl; or aminocarbonyl wherein the amino 
group is optionally substituted by (C^alkoxycaibonyl, (Ci^)alkylcarbonyl, (C 2 - 




(A) 



containing up to four hetero atoms in each ring in which 



-69- 



WO 02/08224 



PCT/EP01708604 



4 )aIkenyloxycaibonyi, (C2^)alkeaylcarbonyi, (Ci^aKyl or (C 2 -4)alkenyl and 
optionally further substituted by (Chalky! or (C2-4)alkenyi; 

nisOor 1; 

5 

each x is independently 0, 1 or2 

A is NR 11 , 0 or CRGr 7 andB isNR 11 , O, SO2 or CR 8 R 9 and wherein: 

each of R 6 , R 7 , R 8 and R 9 is independently selected from: hydrogen; (Ci-^alkoxy;, (Ci- 

10 g)alkyithio; halo; trifluoromethyl; azido; (Ci^alkyl; (C2-6)aDcenyl; (Ci_ 
6)alkoxycart>onyi; (Ci^)alkyicaibonyi; (C2^alkenyloxycarbonyl; (C2- 
^)alkenylcarbonyl; hydroxy, amino or aminocarbonyi optionally substituted as for 
corresponding substituents in R 3 ; (Ci_g)aIkylsulphonyl; (C 2 _6)alkenyisulphon^; or 
aminosulphonyl herein the amino group is optionally substituted by (Ci_g)alkyl or (C 2 . 

15 6)alkenyl; 

or when n=l R 6 and R 8 together represent a bond and R 7 and R 9 are as above defined; 
or R6 and R 7 orR 8 andR? together represent oxo; 

provided that 
20 when A is NR 1 1 , B is not NR 1 1 or O, 
when A is CO, Bis not CO, O or SO2; 
when n is 0 and A is NR 1 \ CR 8 R 9 can only be CO; 
when A is CR 6 R 7 and B is SO2, n is 0; 

when n is 0, B is not NR 11 orOorR 8 and R 9 are not optionally substituted hydroxy or 
25 amino; 

when Ais O, B is notNR 11 , 0, S020T CO andn=l; and 
when A-B is CR 7 =CR 9 nis 1 

RlO is selected from (PijftsXktf; (C2-4>aIkenyi and aryi any of which may be optionally 
30 substituted by a group as defined above; carboxy, aminocaibonyl wherein the amino 

group is optionally substituted by hydroxy, (Ci_g)alkyl, (C2-6)aIkenyl, (C\_ 

g)a!kyisulphonyi, trifluoromethyisulphonyl, (C2^)alkenylsulphonyl, (Cj. 

6 )aIkoxycarbonyl, (C^alkylcarbonyi, (C2^)aDcenyioxycarbonyi or (C2- 

6 )aIkenylcaibonyl and optionally further substituted by (Chalky! or (C2-£)alkenyi; 
35 (Ci^)alkylsulphonyi; trifluoromrfhyisulphonyl; (C2^)alkenyIsulphonyi; (C\„ 

6 )aDcoxycaibonyi; (Ci^)alkylcaibonyi; (C2^)alkenyloxycarbonyl; and (C2- 

g)alkenylcarbonyl; and 
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R 11 is hydrogen; trifluoromethyl, (Ci^)aftyl; (C2-6)alkenyl; (C \ ^)alkoxycarbonyl; 
(Ci _g)alkylcarbonyl; or aminocarbonyl wherein the amino group is optionally substituted 
by (Ci_6)alkoxycarbonyi, (Ci^)aIkyicarbonyi, (C2-6)^™ytoorcaibonyl, (C2- 
5 g)aIkenyicarbonyi, (Ci^s)aDcjd or (C2-6)alkenyi and optionally further substituted by (Cj. 
g)alkyl or (C2-fi)alkenyl; 

or where one of R 3 and R 6 , R 7 , R 8 or R 9 contains a carboxy group and the other contains 
a hydroxy or amino group they may together form a cyclic ester or amide linkage. 

10 

2. A compound according to claim 1 wherein 7$ is CH orN, Z 3 is CH or CF and Z\ 
Z 2 andZ 4 are each CH, orZ 1 isN,Z 3 isCH or CF andZ 2 , Z 4 and Z 5 are each CR 

3. A compound according to any preceding claim wherein R 1 is methoxy, amino(C3_ 
15 5)alkyloxy or guamidino(C3_5)alkyioxy. 

4. A compound according to any preceding claim wherein R 2 is hydrogen, 
carboxymethyl, hydroxyetbyi, aminocaibonyimethyl, ethoxycarbonylmethyl, 
ethoxycarbonylallyl or carboxyallyi. 

20 

5. A compound according to any preceding claim wherein R 3 is hydrogen; optionally 
substituted hydroxy; (Cj^) alkyl; ethenyl; optionally substituted l-hydroxy-(Ci_4) alkyl; 
optionally substituted aminocarbonyl; carboxy(Ci-4)aIkyl; optionally substituted 
amniocarbonyi(C i_4)alkyl; cyano(Ci^)aIkyl; optionally substituted 2-oxo-oxazoHdinyl 

25 or optionally substituted 2-oxo-oxazolidioyI(Ci^aIkj4) in the 3- or 4-position. 

6. A compound according to any preceding claim wherein n is 0, A-B is CHOH- 
C&2> NR 1 1 -CH2 or NR 1 1 -00 and R 1 1 is hydrogen or (Chalky!. 

30 7. A compound according to any preceding claim wherein U is CH2 and R^ is an 
aromatic heterocyclic ring (A) having 1-4 heteroatoms of which one is N or NR 13 , R 13 is 
H if in ring (a) or in addition (Ci_4)alkyl, R* 4 and R*5 are independently selected from 
hydrogen, halo, hydroxy, (Ci_4)alkyi, (Ci^tfalkoxy, trifluoromethoxy, nitro, cyano, 
aryi(Ci_4)a!koxy and (Ci^)alkyisulphonyi. 

35 

8. A compound according to any of claims 1 to 6 wherein R 5 is 4,6-difluoro-indol-2- 
yU lH-pyrrolo[23-b]-pyridin-2-yl, lH-tiyrrolo[3^4)]i)yridin-2-yl,, 8-hydroxy-quinolin- 
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2-yi, quinoxalin-2-yl, benzimidazol-2-yi, benzo[l,2,3]-thiadiazol-5-yl, benzothiophen-2- 
yl, 4,6-difluoro-lH-benzimidazol-2-y^ benzothiazole-5-yi or 3-(R)-2^}»dihydro- 
[l^dioxinoP^lpyridin-S-yL 

5 9. A compound according to claim 1 selected from: 
(R}-2-{4-[(4-fIuon>-lH-benzM^ 
methoxyquinolin-4-yl)-ethaiiol; 
(R)-1^6-merthoxy-quiro 
piperidin- 1-yi} -ethanol; 

10 2-({l-[(R>2-hydroxy^2-^^^ piperidin-4-ylamino} -methyi)- 

quinolin-8-ol; 

(R)-2-{4-[(be^ 

quinolin-4-yl)-€thanol; 

(R)-H6-metho:^-quin^^ 
IS ethanol; 

2-({l-[(R)-2-hydroxy-2^^ piperidinr4~ylamino}- 
methyl)-quinolin-8-ol; 

4^(4,7-difhioro~lH-indol-2-^ 1 -carboxylic acid (6-methoxy- 

[1 ^]naphthyridin^yi>amide; 
20 (R)-2<4-{[(R)-H23-Dfliydro-[l,4]<Hoxi^^ 

1 >yl)-H8-fluoro^me&oxy-^^olin-^yl)-ethanol; 

(R)-2-{4-[(Benzothiazol-5-yi^ 

yi>ethanol; 

(R)-2-{4-[(4,6-IM^ 
25 methoxy[l ^]n^hthyridinr4-)d)-ethanol; 

and pharmaceutical^ acceptable derivatives thereof. 

10. A method of treatment of bacterial infections in mammals, particularly in man, 
which method comprises the administration to a mammal in need of such treatment an 

30 effective amount of a compound according to claim 1. 

1 1 . The use of a compound according to claim 1, in the manufacture of a medicament 
for use in the treatment of bacterial infections in mammals. 

12. A pharmaceutical composition comprising a compound according to claim 1, and 
a pharmaceutical acceptable carrier. 

35 13. A process for preparing compounds according to claim 1, which process 
comprises: 

reacting a compound of formula (IV) with a compound of formula (V): 
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(IV) (V) 



5 wherein n is as defined in formula (I); tX\ Z 2 ', *2?\ Z*\ 7?\ R 1 ' and R^. are Z* , Z 2 , Z3, 
Z 4 , Z 5 , R 1 and R 3 as defined in formula (I) or groups convertible thereto; 
Ql is NR 2t R 4 ' or a group convertible thereto wherein R 2 ' and R 4 ' are R 2 and R 4 as 
defined in formula Q) or groups convertible thereto and Q 2 is H or R 3 ' or Q 1 and Q 2 
together form an optionally protected oxo group; 

10 and X and Y may be the following combinations: 



© 


X is A'-COW, Y is H and n is 0; 


(ii) 


X is CR^=CR8r9 y is H and n is 0; 


<m 


X is oxirane, Y is H and n is 0; 


(iv) 


X is N=CO and Y is H and n is 0; 


15 (v) 


one of X and Y is CC^R? and the other is CH2CO2R*; 


(Yi) 


X is CHR°R 7 and Y is C(=0)R 9 ; 


(vii) 


X is CR7=PRZ3 and Y is C(=0)R 9 and n=l; 



(via) XisCfcO^andYisCR^PR^and^l; 

(ix) y is COW and X is NHR 1 1' , NCO or NR 1 1 'COW and n=0 or 1 or when n=l X 
20 is COW and Y is NHR 11 ' ,NCO orNR^'COW; 

(x) X is CiOyBL 6 and Y is NHR 1 v or X is NHR 1 1' and Y is C(=0)R 8 and art; 

(xi) XisNHR^'andYisCRSR^andnpl; 

(xn) XisCR^WandYisNHR^'orOHandnFl; 
(xiii) XisCR 6 R 7 SO2WandYisHandn=0; 
25 (xiv) XisWorOHandYisCH20Handn=l; 

(xv) X is NHR 11 ' andYisSO2WoTXisNR 11, SO2Wand YisH,andn=0; 

(xvi) XisNR 11, COCH2WorNR 11 'SO2CH2WandYisHandn==0; 
(xvn) XisWandYisCONHR 11 '; 

30 in which W is a leaving group, e.g. halo or imidazolyi; R* and Ry are (Ci.g)alkyl; R z is 
aryl or (Ci^)alkyl; A' andNR 11 ' are A andNR 11 as denned in formula (I), or groups 
convertible thereto; and oxirane is: 
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wherein R 6 , R 8 and R 9 are as defined in formula 0) ; 

and thereafter optionally or as necessary converting Q 1 and Q 2 to NR 2l R 4 '; converting A', 
Zl', Z 2 ' Z3 ? , Z 4 ', Z5 1 , Rl f , R 2 ', R 3', R 4 ' and NR^ to A, Zl, Z 2 Z 3, Z* Z*, Rl, R 2 r3, 
5 R 4 and NR 11 '; converting A-B to other A-B, interconverting R 1 , R 2 , R 3 and/or R 4 , 
and/or forming a p^^^ 
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